The attached Medwatch
reports do not contain
ény potential follow- up

to Initial reports received

through telephone report.



MedWatch Forms

(USA)

Patient Number 1



-t IU.'&HHG

RO
MEDWATCH

[ FDA MEQICAL PRODUCTS RE: IRTING PROGRAM

A. Patient information

1. Patientidentfier 2. Age attime |'3. Sex 4 Waight
of svent
2 P ;
AE o ? yrs s female Ibs
a . or
m confide~ce ﬁ:m‘ 04/13/1971 male

B Adverse event or product

] o Advmc event ancicr

2 Otmmbtmdmm‘owmt

check aitirat aggey)

01/03/2001

R

disability
dear congenital anomaly
requircd .nlervention ¢ grevenl

Cesrreatening permanegnt impairment’darrage

NUSEEazalisn - .0t d. o preicnges otrer:
BT C ot ) )
ovml 12/22/2000 this repon 01/17/2001
o 4, Mo damye
S. D-.cnbe w.ntotprobiem 4

Event (Nature of Event)

(Dx) FULMINANT HEPATIC FAILURE
(FATAL)

INCREASED SGOT >2000
INCREASED SGPT >2000
INCREASED ALKALINE
PHOSPHATASE 153

INCREASEC BILIRUBIN 31
DISSEMINATED INTRAVASULAR
COAGULATION (FATAL)
PERI-RECTAL HERPETIC
ERUPTIONS SUGGESTING
HERPETIC HEPATITIS

Dx Origin
Raporter

(Sx)
(Sx)
(Sx)

{sx)
{Dx) Reporter

{Dx) Reporter

Narrative: Initial report: This

postmarketing case from the US was received
from a physician and involves a 29-year-old
female patient who initiated therapy with *

6 Rnlavant h-n/taboam da@. "Civaing Jales

7. Other mwvan mtory mcluqu praaxisting rnod»ca] condvoom B 3, alerges race, ,-euvan v
STIIKNG are aConSl use  Nagal L eral Cyshunct on. el

ADULT ONSET STILL'S DISEASE,
IMMUNOSUPPRESSED, MARIJUANA USE, POSSIBLE
ALCOHOL ABUSE, alcohol use, drug abuse
history
PCP PROPHYLAXIS
JOINT PAINS

FDA

Submission of a report does not constitute an
admission that medical personnal, user facility,
distributor, manufacturer or product caused or

cpmnbu!ed to the even

clelec onccn t‘?nualmn pages

save o

Product problem (e.g.. defects/ma functior 5

ventis Pharma, Inc.

Page 10f 3
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N

2 Dose, frequency & routs used

ACOQrea by FUA 0o 2254

JOan Facsicue
MY repon ¥
|. 20011008508

LF Dost raper 2

FOA Jse Orvy
———

i 1. Name (give I30elec strength & mfrdapeler frnown)
(ARAVA) Tablets

3. Thesapy datpe (.* umnom\

hunﬂn O te% wyhenaiy

Give Curat cn)

] 20 MG/DAY PO . # Duration: 3 months

' ﬂ #2

4. Dugnm foru:a neicdt.on; 5. Event abated fr use stoppod
, otdounducod

» ADULT ONSET STILL'S DISEASE

L) ¥yes . ro doesn't

) ) apply
—_— e . e eea 2 L
| 6 Lot # (¢ known! 7. Exp dahl(‘lmawm : yes ro doesn’ .
| — DDl
;] # 8. Event reappasred after '
R ; reintroduction
~ J A B yes  no . doesnl

"9, NDC ¥- for product problerrs only !f & Known) apply

.-
# ” ’ yes no ' doest
- apply

10 Concommnl madical products ar: Meragly cates exciule ’re.a.r sriofeve-t
i ATOVAQUONE
i
| AZITHROMYCIN
| CAICIUN

G.

Aventis Pharma, Inc.

10236 Marion Park Drive

Kansas City, MD
64137

¢
i
'
1

4 Date mcntvod by maruhc(:urw

R

01/08/2001

"5, #IND. protocol §

METHYLPREDNISOLONE (MEDROL) * ,
All manufacturers

1. Contact office - name‘address (& mining site for cevces)

| 2 Phore number

1 (816)966-5000

[_,,_ B — .

3. Report source
(check zll that apply;

-

| 8-day ™, 15-day

10-day _._ periodic
1 R

; “nital

fol'cw-up # 1

r—
9. Mfrnpodnumbo(

200110085Us

f 1. Name, addreas & phone #

 ROBERT SANDS Dr
111 GROSSMAN DR

[ BRAINTREE, MA 02184

UNITED STATES 481-849-2265
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oTC 3 : ;
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. 8. Adverse event termya)

 HEPATIC PAILURE, ASPARTATE
: AMINOTRANSFERASE INCREASED,

__| ALANINE AMINOTRANSFERASE

| INCREASED, BLOOD ALKALINE
{ PHOSPHATASE NOS INCREASED, *
|
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8 5. Doscribe ovent or problern
(continuation:] Arava (lefluncmida) 23 mg da:ly (unknosn .f loading dose was given) approaimataly 2-3 months ago for
adult onset Still's disease. Significant medical history includes very difficult adult onset Still's disease treataed
with many immunosuppressive medications, imsunosuppressed, marijuana use and possible alcohol abuse. Concomitant
medications include atovaquone, axithromycin, calcium, methylprednisclone, multivitamins, oxycadona/acetaninogken
and infliximab. The patient's liver enzymes wera markedly elevated in carly Dec 2000. At some point it was
discovered that har dose of atovaquone (patient was not HIV positive) was thrae times the prescribed dose die to a
medication error. Cholastyramine was initiated on 10 Dec, but the patient only tcok 4g three times a day ancd did not
complete the coursa. She did not return for repeat lab tests on 21 Dec. Jaundice was notaed on 24 Dac but tha
patient refused hospital admission. The patient was admitted to the hospital on 27 Dec and had ® rapidly progressive
downhill course. On admission SGCT 1574, SGPT 1679, Alk Phos 153, Azylasa 103, Bilirubin 31, Lipase 426 and Albumin
2.4. Cholestyramine was re-started. The patient developed disseminatad intravascular coagulapathy and clotted cff
the supply to the liver. PTT 123 (22-34), PT 32 (11-13), INR went from 1.03 to 5 (dates unknown) . Toxicology screen
was positive only for opiataes (she had received oxycodone/acetaminophen for joint pain). Blood cultures were
negative. urine and sputum were positive for yeast. Peri-roctal harpetic eruptions ware noted which spgggested the
possibility of herpetic hepatitis. Liver biopay was not performed as it was considered too dangerous. Hepatitis A, B
and C were rnegative. At the end of Dec (date unknown) SGOT and SGPT were in the 72000 range", Creatinine 2.1, CO2
8.0 and Albumin was 1.0. She was transfaerred to the clinic for evaluation for a liver transplant but died on 3-Jan-
2C01 of fulminant hepatic failurae. The reporter will requaest an autopsy. The reporter indicated that the hepatic
toxicity could have been related to Arava, liver compromise due to aleohol use and other madications,
imaunosuppression, herpetic hepatitis, the patient's undaerlying Still's disease or a combination of all factors.

Further information is requested.

‘ddendum for 08-Jan-01: Follow-up information received from Lab Corp.via a physician. Demographics ware provided.
ysician reported that the patient was transferred to Lahey Clinic for transplant. The reporting physician saw the

catlent for 2 days prior to transfer and racalled that tha patient was treated with "pressors to maintain blcod

pressure” (nos). Work-up for infection was negative. Three liver ultrasounds were dona, however, reporter did not

have results. No further information was provided.

Addendum for 16-Jan-01: Follow-up information was raceivaed from a salas rapraesentative. The patiert was number ] cn
the list in New England for a liver transplant, but died before the transplant could be performed. Autopsy was not
performed. The physician indicated that after "reviewing all the data, he does no*t believe the hepatic failure was

due to Arava", however, he gave nc other specific alternative explanation

Serious Dechal Rechal Rpt.Causality Altermative Explanation

Event
(Cx)} FULMINANT HEPATIC FAILURE YES NO NA Unlikely possibly associatad with
(FATAL) concomitant drug{s}

(Sx) INCREASED SGOT >2000
(Sx) INCREASED SGPT >2000
(Sx) INCREASED ALKALINE
PHOSPHATASE 153
(Sx) INCREASED BILIRUBIN 31
{(Cx) DISSEMINATED INTRAVASULAR YES NO NA possibly associated with ,
COAGULATION (FATAL) concemitant drug(s) ')S\Q
‘Dx)} PERI-RECTAL EERPETIC NO NO NA underlying/concomitant illnaess
TPTIONS SUGGESTING HERPETIC _]AN ? J A
_PATITIS <

AN T Yz
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{A1, Patient identifier . G.9. Mir. report number i
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Aventis Pharma, Inc.

8 5. Descrbe event or probiem

{continuation:]

C.10. Concomitant madical products and trerapy dates (excl.de reatment cf evenl;
{continuation:] EIRGOCALCIFERCL, ASCORBIC ACID, FTOLIC ACID, THIAMINE HYOROCHELORICE, RETINCL, RIBOFLAVIN,

NICOTINAMIDE, PANTHENOCL (MULTIVITAMINS)
PARACETAMOL, OXYCODONE HYDROCHLORIDE, OXYCODONE TEREPHTHALATE (PERCOCET)
INFLIXIMAB (REMICADE)

G.8. Adverse eveal temis}
{continuation:] BLOOD BILIRUBIN INCREASED, DISSEMINATED INTRAVASCULAR COAGULATION, HERPES VIRAL INFECTION NOS

SAM T Zo0y
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THE FDA MEDICAL PRODUCTS REPORTING PROGRAM

A D

1. Putient identifier 2. Age at ime 3. Sex 4. Weight
1 of event 51 yrs
. TGB or ¥ ® female
or
Dwte
in confidence of birth: UNK D male
H Adve or prod probile

1 @ Adverse svent and/or

D Product problem (e.g.. defects/malfunctions)

© adverse event

2 Outcomes attriuted
{check ail that apply) D disability
X geatn 11/10/2000 congenital anomaly
:] . R (mormnn required intervention to prevent
life-threatening permanent impaimment/damage
@hospd(alizaﬁon-inilialorprolonged @other. * (
'3 Demot 4 Dewol
ovant 09/05/2000 s this report 01/08/2001
{moman (modeey
5. Describe event or problem +
Event (Nature of Event) Dx Origin
(Dx) ACUTE HEPATIC NECROSIS Reporter
{(Sx) INCREASED ALT 600 '
(Sx) INCREASED AST 400 !
(Sx) INCREASED BILIRUBIN 17
(Sx) INCREASED ALKALINE
PHOSPHATASE >1400
(Sx) JAUNDICE
(Sx) FEVER NOS
(0x) MACULOPAPULAR RASH Reporter
(Dx} ATELECTASIS Reporter
(Sx) FEVER NOS
) (Sx) PLEURITIC PAIN
' (Dx) INCREASED COAGULOPATHY Reporter
(Sx} INCREASED PROTIME 27
(Dx) RED CELL APLASIA Reporter
(Dx) FEVER (104) Raporter *

6. Relevarit wetasboratory data. inciuding dates

Paga tof §

’ »

=

C. Suspect medication(s)
1. Name (givo labeled strength & mtiabeler, if known)

1
LEFLUNONIDE (ARAVA) Tablets ;1
i

LEFLONOMIDE (ARAVA) Tablets

2 Dose, frequency & route used
” 100 MG QD PO

1 y ciatos (if urknown ,
Wo. (I)ur nowr. give g ration)

" *

08/07/2000 to 72/72/2000

® 20 MG/DAY PO ”

4. Diagnosle for uss (indication)

—T?“Ewm abated 2 e stopped
RHEUMATOID ARTERITIS roduced

or dose

" ™
- ~ -— " yvsl no? doesn't
«2  REEUMATOID ARTHRITIS _ T -apply
8. Lot# (if known) 7. Exp. date (f known) R yesl Thold :“5"‘
4l 2l 8. Event reappearad aftor
¥ —__ " A P
|2 | = A8 s ol goesmt
8. NDC # - for product problems oniy {if known) e apply |
" ” R yes. ror *J does~
— 3PPy

10. Concomitant medical products and therapy cates (exciLde reaiment of e ainlj

CRLECOXIB ??/??/2000 to Unknown :
PREDNISONE :

G. All manufacturers
1. Contact office - name/address (& miring site for devices}

Aventis Pharma, Inc.

| (816) 966-5000

10236 Marion Park Drive ”T—
Kan ! 3. Report source
sas City, MO "] (checkallthalapply) |
64137 [ oreign ;
- [
' L_ stiudy H
L iterature ‘
«—— Consumer i
=~
74 health
4. Date received by manufacturer 5, ‘ __ professiona
( ) (AINDA # ZO-QO—L— — usear faciity
12/29/2000 =
iNO® —_J company
recresentative
8. ¥ IND, protocol # PLA # — r
L] distnbutor
;  Pre-1938 E‘ yes : other
7. Type dlﬁpoﬂ | . orc . ) :
neck all that ) I
—ﬁ(c e e ! product —lyes |
| ] saay ©7 1502y — b
| | 8. Adverse event rm(s)
- 100y [ perioaic | HEPATIC NECROSIS, AIANINE

3A)CINC"I.’!"’.A.NSrER)\SB INCREASED,
ASPARTATE AMINOTRANSFERASE

]
3

imtial . follow-up ¥ T

[ 7. Other relevant history, including preaxisting
smoking and alcohol use, hepauc/renal dystunction, etc.)

unk

I
|
l NO MENTION OF RELEVANT DISEASE
l
f

medical conditions {e.g.. allesgies, race pregrancy,

{94 MIr. report number , INCRRASED, BILOOD BILIRUBIN

‘mcansxn, BLOOD ALKALINE *

| 20002091403

E. Initial reporter
1. Name, address & phone # '
GRISANTI MD ,

i | ONITED STATRES
i

FDA

e Facsames o

[T SV

Submission of a report does not constitute an
admission that medical personnel, user facility,
distributor, manufactunr or product caused or

coptributed t

em compl ?eﬁlor\ commuaJcn pages

S

2 Health professional? 1. Occupation . 4 nitial reporter also
— — ent report t© FDA !
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‘ _.es neCunk |
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EDWATCH

THE FDA MEDICAL PRODUCTS REPORTING PROGRAM

A Patient information

3 Sex

D female
D male

B. Adverse event or product problem
1 Cj Adverse svent and/or D Product problem (e.g., defects/malifunctions)

2. Outcomes sttrburied 1 adverse event
{check all that apply)

D disability
congenital anomaly

D required intervention 1o prevent
pemanent impairment/damage

—
i death : -
C] life-threatening

D hospitalization - initial or prolonged [: other:

3 Dete of 4, Date of
ovent ' this report
(moxeyy) Imokieyiyr)

6. Describe svent or probism '

6. Relevant mest/mboratory data, inciuding dates

Page 20of 5

C. Suspect medication(s)
1. Name (give labeled strength & mfrAabeler. if known)

CELECOXIB (CRLEBREX)

n
“ )
2. Dowe, frequency & routs used 3. Thlngy sfunknown give diratior)
© 200 MG/DAY K ?77/?2/2000 to Unknown
o e - —_——
| |
7] | 4 i
4. Diagnoseis for use (indication) 5. Evemab-bdaﬂ-r uss stopped |
<) REEUMATOID ARTHRITIS — — i
- e yvs__; ol doesn't |
“ f —— ..3pply
T o
8. Lot (if known) 17, Exp. data (f known) 7 — sl ol d‘”s”‘
n <] 8. Ev-imwpund
- e meintroduction
“u “ ’njw Jro -doesn!
9. NOC # - for product problems only (if known) e . 3pplY
n " “ D YIS .. No__ doesn't
apply

10. Concomitant medical products and therapy dates {exciLde trealment of event)

G. All manufacturers

1. Contact office - name/asddress (4 mfnng site for devices)

Report source
(check all that apply) ‘
D foreign
i E] study .
!
[:] Iiterature ‘
D consumer
___ health
4 Date roceived by manutacturer 5. _ profess:onal
e (AINDAH ___ _ user facility
/
IND® | . compary
representative
8. ¥ D, protocol # PLA# ____
D distnbutor
pre-1938 [ yes (7 oter
7. Typva;poﬂ oTC —
t ¢
{check all that appty) | product Lo.oyes
L R

D S-day r] 15-day
E] 10-day D periodic
D Initial

8. Adverse svent Wrys)

i follow-up #.—.__

I
J

7. Other relwvant history, conditions (e g., allergies, race, pregnancy,
smoking and alcohol use, hooaﬂdranal oysfuncuon etc.)

9. MIr. report number

|

E. Initial reporter
1. Namw, address & phone #

B

Submission of a report does not constitute an
admission that medical personnei, user facility,
distributor, manufacturer or product caused or

° tembcou?hdpl

FDA

Dorman F acaeree of
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Aventis Pharma, Inc.

i
A1, Patient identifier G.9. Mir. report number

' MED WATCH TGB 20002091405

Page 3of §

B.2. Other outcoms
medically important

B.5. Describe event or problem
{continuation:] (Dx) SEVERAL FEBRILE EPISODES Reportar
(Dx) DUODKMAL ULCER Reporter

(Sx) GASTROINTESTINAL BLEED
{8x) POOR NUTRITION
(Sx) ALBUMIN LOW

(Dx) PERFORATRD ULCER Reporter
(Dx) LEFT LOWER LOBE PNEUMONIA Reporter
(Dx) PERITONITIS ! Reporter
(Dx) SEPTIC SHOCK YATAL OUTCOME Reporter
{Dx) DEEISCENCE Reporter

Narrative: Initial report: This postmarketing case from US received from Lab Corp via physician + involves 51 yr
0ld female who received Arava (lefluncmide) 20 mg daily for rheumatoid arthritis (insidous synovitis + rheumatoid
factor negative) beginning approx. 4-5 months ago. Not known if patient received loading dosa of leflunomide.
Madical history is not reported. Concomitant maedication includes celecoxib. Reporter states approx. 05-Sep-00 pt.
was hospitalized due to rash, fever, pleuritic pain, + jaundice. Rash + fever had started approximately 2 weeks
prior to hospitalisation. Leflunomide + celecoxib were discontinued at that time + she was prescribed
cholestyramine § grams three timas a day. Initially discharged from hospital after firat admission but was
subsequently readmitted on unknown date due to fever. During second hospitalization she was noted to have
telactasis, abnormal liver function tests and increased protime (27). Diagnosis of acute hepatic necrcsis was made.
She was transferred to another facility for evaluation for liver transplant. Reporter's assessment of causal
relationship is that it cannot ba excluded.

Lab Data Date not provided
ALT 600

AST 400

PROTIME 27.1

PTT 31.4

BILI 9.0

ALK PHOS 270

ALBUMIN 2.2

Add 25-Sep-00: Info. rec'd from reporter: Ciinically stabilixing 21-Sept-00. LFTs + prothrombin time decreasing.
"The patiant doing better”. 3 leflunomide plasma levels drawn, last being greater than 1. Reporter unsure MD will
continue cholestyramine. As of 21-Aug-00, had not undergone liver transplant + scheduled for liver biopsy on 22-

Sept-00. Had multiple CT scans and ultrasounds.

Add 2-Oct-00: ND was contacted + provided: Fever 104 F last weekend + blood count low. Not sure patient was
transfused. Liver biopsy scheduled 22-Sept-00 cancelled + reporter unsure biopsy took place. No info. in regards to
the pathology of liver.

Add 6-0ct-00: Discharged Cleveland Clinic 29-Sep-00 + to be followed by primary MD. LFT's + CBC to be monitorad.
Raporter: liver biopsy showed inflammation. Awaiting results of bone marrow biopsy.

Add 11-0ct-00: Info. rec'd from MD. Liver biopsy showed centrilcbular necrosis w/ portal inflammation + hapatic
necrosis consistent w/ drug reaction. Pt. did not have liver transplant as Cleveland Clinic falt pt. had enough
liver tissus left to regensrata. Bone marrow biopsy revealed red cell aplasia + treated w/ plasma products to
correct low blood count. Highest transaminases recorded were >1000, alkaline phosphatase >1400 and bilirubin 17
(dates not provided). Bili. decreased to 12 + transaminases improving, still high. Bad 10 day course of
cholestyramine but leflunomide levels remain elevated. Concomitant drug celecoxib is suspect drug.

RELI VAL
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Aventis Pharma, Inc.

A1, Patisnt identifier G.8. Mir. report number !

I MED WATCH TR 20002091405 |

Page 4 of §

B.S. Describe svent or problem
[continuation:] ADD 25-OCT-00: F/U rec'd from nurse in MD's office. Pt. had several febrile episodes since
discharge from Cleveland Clinic necessitating laboratory work as outpatient. Admitted to hosptiatl for
gastrointestianl bleed, week-end of 21-Oct-00. Reporter beliaves she was transfused, not confirmed by MD. Arava
level 11-Oct-00, 2.7. Reportar believes she underwent 2 washout procedures. Had bone marrow + liver cultures
(looking for tuberculosis) in Cleveland, awaiting results.

ADD 27-0CT-00: F/U via voice mail from Rheu.Sales Rap. provides albumin laevels low (nos)+ nutrition poor, not
ingesting anything orally. Has duodenal ulcer.

ADD 31-0CT-00: Rsportar rec'd verbal repoxt: results of liver + bone marrow cultures neg. for TB.

ADD 08~-NOV-00: Perforated ulcer + GI bleed approx. 26-Oct. Surgery done 27 or 28-Oct-00. Taking + retaining food
orally. Developed left lowar lobe pneumonia post-op (end Oct or beg. Nov). Pneumonia treatad + resolving. Still
jaundiced, liver functions improving: bili. = 14. Arava level 31-Oct = 0.7. Improving, out of bed.

ADD 13-NOV-00: Info. provides: Discharged 08~Hov-00 after successful surgery from GI bleed, Aftar dischargae,
"incision opened and contents of stomach went into abdomen which led to peritonitis”™. Returnad to hospital for
emergency surgery. Went into septic shock + died 10-Nov-00.

Add 07-Dec-00: Arava dc'd prior to 07-Sep-00 (first Questran rx). Rec'd for less than 1 month. Celebrux began
approx. 2 weaks prior to 14-Jul-00. Rac'd 30 doses Questran over several weeks, level was 6. ND feals stress ulcer
from stercid therapy, fever, debilitation, poor nutrition.Several bleeding sites found. Angiogram + aftempt to
thrombose left gastric artery, unsuccessful. Surgery to tie off bleeders. Arava level was 1. Fever returned w/
capering starcids. 2 days post discharge, returned in septic shock, dehiscence of Pyloroplasty, + peritonitis
Succumbed after surgery due to GI bleed and complications. MD assessaed dshiscence dua to hypoalbuinem:.a + steroids.
2 biopsies: no aeavidence of chronic liver disease no fibrosis or cirrhosis. Imp. both biopsies: ac(:ta hepatitis w/
some necrosis. First bx Cleveland + MD faelt she would recover. Hap'A, B, + C neg. No hx alcchol problam. Refractory
fever during illness, treated w/ tylenol + sterxocids. Cultures neg. No autopsy done. MD: assesses hepatic necrosis
caused by Arava. Celebrex may have contributed, or poss. combination.

ADD 13-Dec~00: MD assessed Arava as cause of hepatic necrosis. Added: gastro. + CC felt the same. Assessed Caelebrax
as not related to events.

ADD 29-Dec¢-00: MD from Cleveland reports he saw pt for 4 days during 11 days in CC. Bone marrow: hypercellular, no
evidence of malignancy, some polyclonal plasmacytosis, erythroid hypoplasia. Biopsy: mild portal + lobular
hepatitis, centrilobular hepatocyte necrosis.

19-Sep 28-Sep
AST 334 238
ALT 675 585
ALK PHOS 284 426
BILI 13.1 16

CADSALITY: possibily related due to temporal relationship.

Case edited dus to space.

Zvent Serious Dechal Rechal Rpt.Causality Alternative Explanation
(Dx) ACUTE HEPATIC NECROSIS YES NA XA Possible possidbly associated with *

Aanrno7nm
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A.1. Patient identifier G.9. Mir. report number
1 MED WATCH TGB 2000209140 i
| Page 5of 5

8.5. Describe event or problem

[continuation:] concomitant drug(s)
(Sx) INCRRASED ALT 600

(Sx) YNCREASED AST 400

(Sx) INCREASKD BILIRUBIN 17

(Sx) INCREASED ALKALINE

PHOSPHATASE >1400

(Sx) JAUNDICR

{Sx) FEVER NOS

(Dx) MACULOPAPULAR RASH XS NA RA Posaible posaibly associataed with

R concomitant drug(s)

(Dx) ATELECTASIS YRS A NA Possible underlying/coancomitant illness
(Sx) FEVER NOS !

(Sx) PLEURITIC PAIN

(Dx) INCREASED COAGULOPATHY YRS NA KA Possible underlying/concomitant illpess
(Sx) INCREASED PROTIME 27

(Dx) RED CELL APLASIA TES NA NA

(Dx) FEVRER (104) YRS NA A underlying/concomitant illnass
(Dx) SEVERAL FXBRILE RPISODES NO NA R underlying/concomitant illnass
(Dx) DUCDENAL ULCER YES NA NA possibly associated with

concomitant drug(s)

{Sx) GASTROINTESTINAL BLERD

{Sx) POOR NUTRITION

.Sx) ALBUMIN LOW

{Dx) PERFORATED ULCER XS NA NA possibly associated with

concomitant drug(s) '

(Dx) LEFT LOWER LOBE PNEUMONIA YES NA N other known or suspected cause
{Dx) PERITONITIS YRS XA NA other known or suspected cause
(Dx) SEPTIC SHBOCKX FATAL OUTCOME TES NA NA other known or suspected cause
(Dx} DEHISCENCE YES NA NA other known or suspaectad caise

C€.3. Therapy dates (if unknown, give duration) {(mao/dayAT) (Suspect #1)
08/04/2000 to 08/06/2000 Duration: 3 days

G.8. Adverse svert erm(s)

[continuation:] PHOSPHATASE NOS INCRRASKD, JAUNDICE NOS, PYREXTA, RASH MACULO-PAPULAR, ATELECTASIS, PYREXIA,
PLEURITIC FAIN, COAGULATION DISORDER NOS, PROTHROMBIN TINE PROLONGED, RXD CELL APLASIA, PYREXIA, PYREXIA, DUODEMNAL
ULCER, GASTROINTESTINAL HARMORRHAGE NOS3, MALNUTRITION NOS, BLOOD ALBUMIN DECREASED, INTESTINAL ULCER PERFORATION
NOS, LOBAR PNEUMONIA NOS, PERITONITIS, SEPSIS NOS, WOUND DEEISCENCE

JA 02001
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ITdAYa

YRaIBLY 1IN L
|
' u ” IM“ '"w" Aventis Pharma, Inc. i AEp2:£20: 02 °M‘i
-00-01% 200011168HMRT

MEDst ceport #

VIED VYA I CH |

THE FDA MEDICAL PRODUCTS REPORTING PROGRAM Con e
—— Jse Jdny
C. Suspect medication(s)

Pa O atio
-
1. Patient identifier 2. Age at time 3. Sex 4. Weight 1. Name (give labeled strength & mfriaberer. if known)
BF of event: 53 yrs — LEF'LUNOMIDE (ARAVA) Tablet
or (<l temale | _____ibs L4 b s
Date or T T T
in confidence . 07/11/1%46 D male w2 LEFLUNOMIDE (ARAVA) Tablats
of birth: kgs
B. Adverse event or prod wroble 2. Dose, frequency & route used 3 Mgbg:?s { unknown. give z ratior
100 M *
1. @ Adverse event and/or D Product problem (e.g., defects/malfunctions . _G QD _Pg‘__“ "_7,« L o !
2. Outcomes attributad to adverse event - ] !
(chack ail that apply) U] aisabitty m 100 MG QD PO o ¥
D death congenital anomaly [ 4. Diagnosis for use (inaication) 5 Evemabr:tgd af:" usa stw i
AT ' or dose duces
rg\ B ' F required intervention to prevent ! " RHEUMATOID ARTHRITIS }ﬂ ! -
LA life-threatening permanent impairment/damage T T 1M iyesL. no__ doesnt |
B appl
{_] hespitalization - initial or prolonged E other: i3 RHEUMATOID ARTHRITIS | v = "*r* ——-- 2P
— 6. Lot # (d known) | 7. Exp. date (£ knowny | - - - ¥ESL. ro._ " doesrt
3. Dow of 4. Dateof — 2LplY
ovent 05/22/1999 this report 04/06/2000 Lk R # 8. Event reappeared after
(maidaydy) imnardayhih * | - rsmtroducfl(in
5. Describe event or problem » L ;¥ . yes no. ' ccesn't
' 9. NDC # - for proauct problems only (if krown) ! appry
Event (Nature of Event) Dx Origin " #2 %2 yes _,no. _ coesnt
1
.. apoly
(Dx) LOST TASTE BUDS Reporter f 10. Concomitant medical products and therapy dates (exciuge reatmont of esent
(Overdose) SULFASALAZINE (AZULFIDINE)
(Dx) ELEVATED LIVER ENZYMES NOS Reporter MISOPROSTOL (CYTOTEC) )
I
(Ovaerdosae) PREDNISONE ]
(Dx) BAD BACK ACHE Reporter
(overdose) G. All manufacturers
1. Contact office - name/add (& mf te for d )
(Dx) COMPLETE LIVER FAILURE Reporter ! ‘[ on ame/address (& mirirg site for devices! 2. Phone number
1 Aventis Pharma, Inc. | (B16) 966-5000 |
(Overdose) . : :
10236 Marion Park Drive 3 Renort s -
. . Report source !
(Sx) COMA Kansas City, MO (check ali that appivi
(Dx) WEIGHT LOSS Reporter 64137 L foreign
{Overdose) : APR 1 1 2000 D study
(Dx) TONGUE BURNING Reporter f _J Iterature !
(Overdose) . consumer :
, health
professional
. . - . : 4. Date received by manufacturer §.
Narrative: Initial report: This moidayn) (AINDA #_20-905 -
. i —_— . user facity
postmarketing case from the US was received * 03/30/2000 oo
IND® ... company
§ r2presentative
6. Relevant tests/aboratory data, inciuding dates 6. I IND, protocol # PLA ¥ v
i - distributar
1 ﬂ pre-1938 . yes other
| 17, Type of report oTe L |
| heck ali that app!
| {eneck aii trat apoly) product - ¥es I
—
! D S-day L. 15-day T R
: . ) l 8. Adverse event termys)
L. 10-day . perodic !TONGUE DISORDER, LIVER FUNCTION
i foliow-up#. . | TEST ABNORMAL, BACK PAIN LIVER
, FAILURE, COMA, WEIGHT LCSS
| 7. Othar relevant history, including p isting medical conditions (e g aliergies. race cregnancﬁ [ 9. Mfr. report number TONGUE PAIN
| smoking and aiconol use. hepatic/renal dysfunclion. etc } .
| 2000111 68HMRI

t

SMOKER, nicotine us iti
nicotine use E. Initial reporter

43/‘? " 1. Name, address & phone #
‘ l2 Ofn| | BECKY FYFFE us
'-/u,][ 216 LAKEVIEW DRIVE SOUTH
( | MARSHALL, TX 75672

UNITED STATES 903-938-3049

_
t
Submission of a report does not constitute an : - T T e
R . . 2. Health professionai? 3. Occupahon 4 Inival reporter also
admission that medical personne!, user facility, : ' sent report to FDA
distributor, manufacturer or product caused or : -yes . . no : o5 no unk
tributed to the even — e

c
Oomann Facsmie of Pl compfete on con?muat;on pages

EMa € cnne



AdlikdiAVivLQL YAaISLY

ne 16
|m !MH m lm Aventis Pharma, Inc.
+34 -3-00-02»

A.1. Patient identifier fG.S. Mfr. report number

]
| {ED WATCH BF | 2000111 68101 J

|

B.S. Describe svent or problem
{continuation:] from a 53 year old consumer who reports that she was receiving Arava (leflunomide) 100mg for
rheumatoid arthritis from Apr-99 until May-99 and experienced loss of taste buds. She discontinued the leflunomide
and recovered from the event. At a later time in June or July of 1999, she saw her rheumatologist who recomaended
she resume thaerapy with Arava, 100mg once a day. She reports taking a total of 87 days at this dose. In
approximately June she had liver function tests performed and was told that her liver enzymes were elevated (NOS)
‘and she was instructed to continue to take Arava. On 12-Aug-99 she was seen because of a bad back ache locataed
bilaterally in her kidney areas. On 13-Aug-99 she was hospitalized for "complete liver failure" and went into a
coma. She also reports weight loss and tongue burning during this time. She was discharged on 21-Aug-99 and
received lactulose until Feb-00. The patient states that in Feb-00 she underwent a liver biopsy which revealed her
liver damage had resoclved. The patient denies any previous liver problems and refused permission to contact her
physician. Further information has been requested, however is not anticipated. Significant medical history
includes smoking. Concomitpnt medications include sulfasalazine, misoprostol and prednisone. This report has not
been substantiated by a healthcare professional.

Reporter assessment of the causal relationship between the adverse event and suspect drug:
[_) Possible [_) Unlikely {_) Unrelated

[_] Insufficient Data

If unlikely/unrelated, provide alternative explanation:

[_] Illness [ ] Concomitant Drug [_] Other

C.3. Therapy dates (if unknown, give duration) {mo/daylyr) (Suspect #1)
n4/?2/1999 to 05/??/1999 Duration: 1 month

. Merapy dates (if unknown, give duration) (mo/day/yr) (Suspect #2)
06/2?/1999 to Unknown Duration: 2 months

APR 1 1 2000
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Oaman Facsimis Appraved by FOA on 3/22/04
:

rion Roussel, Inc. Mropors
19992077 3HMRI
m ﬂl anmmﬂ“ll ,“l LiF/Dsst regon #

M) W 5- : N
Page 1 of 2
L o

THE FDA wmewncar rkULUCTS REPORTING PROGRAM

1. Narva (give label d strength & mfrab , if known)

2. Age at tire
C M LEFLUNOMIDE (ARAVAY T h'e

of event: 55 yrs . e

e ‘
‘ . —— !
in confidenca m e  04/02/1944 [= |
B. Adverse event or product problem 2. Dase, frequency & route used 3. Therapy dates (i unknown gre duration)
1. E] Adverse event and/or D Product problem (e.g., defects/maifunctions) " e Po " * o i
2. ou attributed o ad event ;
(check all that apply) D disability = = T |
D death congenital anomaly 4. Diagnosis for use {indication) 5, 5::;:‘:::3“ stopped |
D ] required intervention to prevent # RHEUAMTOID ARTHRITIS w [ 3
Mo-(hmatenmg pemanent impairment/damage B R — yes "°k } doesnt .
N I _appily |
@ hospitalization - initial or prolonged :} other: n R ;—J == o
— I 6. Lot# (if known) 7. Exp.daw (il known) | = - YeSL__ no | doesn't
> mn"d 06/28/1999 gt 09/02/1999 Ll #
- oamn w - reintroduction r
[
5. Describe event or problem 1R i L4l F ves|_ no! doesm 1
f $. NDC ¥ - for product problems only (if known)
Event (Nature of .Event) Dx Origin " ” n Ey% nov:] doesn't
apply
(Dx) LIVER FAILURE Reporter 10. Concomitant medical products and therapy dates (exclude treatment of event)
(Sx) ASCITES ALLOPURINOL
(5x) JAUNDICE SULFAMETHOXAZOLE, TRIMETHOPRIM (BACTRIM DS)
(Sx) ENCEPHALOPATHY AMITRIPTYLINE HYDROCHLORIDE (ELAVIL)
LISINOPRIL *
(Sx) INCREASED PT NOS
{Sx) INCREASED PTT NOS G. All manufacturers
{$x) INCREASED INR NOS 1. Contact office - namefaddress (& minng site for deuces) | 2. Phone number
| | Hoechst Marion Roussel, Inc. | (B16)966-5000
(sx) & ED L R ENZ S Nos 10236 Marion Park Drive L:! Report "
(Sx) RESPTRATORY DECOMPENSATION Kansas City, Mo : (chmam“malawy)w
64137 i |:] foreign i
Narrative: Initial report: This ‘ [ 1 stugy !
postmarketing case from the US was raceived | literature
from a physician and involves a 55 year old Dconsumer
male patient who received Arava (leflunomide) E heaf"h onal
professiona 1
unknown dose for rheumatoid arthritis. 4. Date rec ehved by manufacturer 5. _ - |
h dat t k * . /24/ (ANDA ¥ 20-905 [ user facility
i thera; @s are no nown | 08/24/1999 —
Spacific Tapy L IND # | L company
§. Relevant estefaboratory data, including dates s ¥ND. p o PLA # ‘ B representative
. J . gistributor
pre-1938 L_ yes ] D other !
1
7. Type of report ! oT1C —_—
(check alf that apply) L product L yes ,
(Tsday [ 15<ay |

— ! 8. Adverse event termy(s)
C 10-day |_J penodic LIVER FAILURE, ASCITES, JAUNDICE,

> nitial [ follow-up . | ENCEPHALOPATHY, PROTHROMBIN ,
DECREASED, THROMBOPLASTIN

7. Other Including preaxisting medical conditions (e.g., ailergies. race, pregnancy, 3. M. ceport number DECREASED, PROTHROMBIN DECREASED,
smoking and alcoholuso bepatic/renal dysfunction, etc.) .
19992077 3HMRI LIVER FUNCTION TEST ABNORMAL,,
OBOL DEPENDENCY, alcohol use -
ALc ’ . Initial reporter

1. Name, address & phone ¢

| !
I = Warren Alexander MD DSS

Oklahoma City VA Medical Center
Sgp 0 8 1999

Medical Intensive Care Unit SEP 0 9 1999

j 921 NE 13th Streer *

bmission offa report does not constitute an ' J—
Su . |§ston f ep d ¢ 2. Health professional? T3 Occupation '4 inttial reporter atso
admission that 2 e — 1 sent report tn FDA
distributor, ma urer or product caused or ’ RS — o Jos . ik
coptributed t I o ’
Doman Fucamlacr em comple A on cor'a‘muatxon pages.

ENS e 1YL



Individual Saf}otr |Rte orlt
| ! |
| I l l echst Marion Roussel, Inc.
$3344035-9-00-02=
J A1, Patient Hantifier 3 T repart namber
' MED WATCH / 1995207730
Page 2 of 2 j

B.5. Describe event or problem
[continuation:] however therapy was approximately 2 months duration. It is not indicated if the pPatient received a
loading dose. Significant medical history includes alcohol dependency. Concomitant medications include
allopurinol, co-trimoxazole, amitriptyline, lisinopril, fractionated heparin, prednisone, triamcinolone, and
verapamil. The reporter states that on 28-Jun-99 the patient was hospitalized with increased PT, increased PTT,
increased INR, ascites, Jaundice, respiratory decompensation, elevated liver enzymes, encephalopathy, and liver
failure. Leflunomide was discontinued on the date of admission to the hospital. The patient has received a total
of 18 doses of cholestyramine, although it was not started until 2 weeks into the patient's hospitalization and
therapy was not completed due to the extent of the patient's illness. The patient was intubated however, was
extubated on 23-Aug-99. As of this report the patient's liver enzymes are still elevated (NOS). The reporter did
not provide an assessment of causal relationship. No other information was received at the time of this report.

Reporter assessment of the causal relationship between the adverse event and suspect drug:

[_] Possible {_) Unlikely [_] Unrelated

{_] Insufficient Data

If unlikely/unrelated, provide alternative explanation:
{_] TIllness {_] Concomitant Drug {_] Other

C.3. Therapy dates (if unknown, give duration) (mofcayhT) (Suspect #1)
Unknown to 06/28/1999 Duration: 2 months

C.10, C dical pro and therapy dates (exciude treatment of event}
[continuation:] HEPARIN-FRACTION, SODIUM SALT {LOVEBNOX)
"~ YDNISONE
. ZDNISONEB

TRIAMCINOLONE

VERAPAMIL
G 8. Adverss wvant tenr(s)

[continuation:] APNEA

E 1. Name, address & phone &
fcontinuation:] Oklahoma City, OK
UNITED STATES

f
SEP 09 1999
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s YYALUH

THE FDA MEDICAL PRODUCTS REPORTING PROGRA M

Patient information

3. Sex

E female

i:] male

in confidence

chst Marion Roussel, Inc.

Page 1 of 2

C. Suspect medication(s)
1. Name (gne labeled strength & mft/labeler. f known)

Approved by FOA on W22/9¢

fr report 8
199813621 HMRT
UF/Oust report 8 1
FDA Use Onty |

B. Adverse event or product problem
1. [X] adverse event and/or D Product problem (e.g., defects/malfunctions)

2. Oukc tiributed to ad
(check all that apply)

g jeatt 12/29/1998
= okdnyn) .

] tte-thr eatening permanent impairment/damage

j hospitalization - initial or proionged X other: *

svent
[ disabiity

congenital anomaly

3. Datn of 4. Dateof
svent this report 04/14/1999
L] n oy

S. Describe event or problem

Event (Nature of Eyent)

(Dx) JAUNDICE (FATAL OUTCOME)
(Sx) BILIRUBIN 22 (NOS)

(Dx) ELEVATED LIVER ENZYMES
(FATAL OUTCOME)

AST 288

ALT 63

ALKALINE PHOSPEATASE 766

Dx Origin
Reporter

Reporter

(sx)
(sx)
(Sx)

Narrative: Initial report: This
postmarketing case from the US involves a 55
year old female who was receiving leflunomide
100 mg PO daily for three days as a loading
dose and then 20 mg PO daily as a maintenance
dosa for arthritis from 09-Nov-1998 to 13-
Nov-1998. Significant medical history is not
mentioned. Concomitant medications include *

DSS

APR 2 01999
VERSE BT AERCTNGSISTEN |

8. Relevant testsfabaratory data including dates

7. Other relevant history, including preexisting medical conditions (e g . allergies, race, pregnancy
smoking and alconol use, hspatic/renal dysfunction, etc )

HISTORY OF ALCOHOL ABUSE, alcohol use

UNK " T

UNK RIECw™ Lo

UNK

o APR 191999
Sulsmnission of 2 ﬁxm

admission that medical personnel, user facility,
distributor, manufacturer or product caused or

contributed to t| eeverbt. .
* tem completed on continuation pages

FDA

Ooman Facamée of
EN4 Com \CAV 4

# LEFLUNOMIDE (ARAVA) Tablets
” LEFLUNOMIDE (ARAVA) Tablets
2. Dose, frequency & route used 3. '.?..’12‘?3.’&.‘1‘.".:1‘.5 unknown give auration}
#*1 100 MG/DAY PO " *
— -
] 20 MG/DAY PO wn o+ |
4. Diagnosis for use (indication) S. Event abated after use stopped -
#  ARTHRITIS of dose reduced
_—— " j yes| . no__! doesnt
#  ARTHRITIS 1) A
6. Lot (f known) 7. Exp. date (f known) = Jyes [ nol_ doesn
apply
2] 2] 8. Event reappeared after !
- reintroduction
-
- i m_] yes! _ nol” doesni
9. NOC # - for proguct problems =niy {f known) o o apply !
# P ‘ m . yes;_J no." . doesn't {
! apply

LEVOTHYROXINE SODIUM

NAPROXEN (NAPROSYN)

PROPRANOLOL HYDROCHLORIDE (INDERAL)

10. Concomitant medical products ana therapy dates (exclude treatment of event)

(SYNTHROID)

HYDROXYCHLOROQUINE PHOSPHATE (PLAQUENIL)

&

G. All manufacturers

|

E. Initial reporter
1. Namwe, address & phone #

E.MICHAEL THELEN DR

1. Contact office - name/address (& mfnng site for devices) 2. Phone number
Hoechst Marion Roussel, Inc. (B816)966-5000
10236 Marion Park Drive 3 Report —
. Re source {
Kansas City, MO {check all that apotys |
— {
64137 L foreign ‘
—
__J study
oy
—_ literature
.|
i ._J consumer
:‘] health :
4. Date received by manufacturer 5. __ professional
oy (ANDA# _20-905 [ [ o0 facility
04/06/1999 -
IND # _j company
representative
6. ¥ ND, protocol # PLA # —
— 1__ distributor
pre-1938 i yes | other
7. Type of report oTC - i I
(check ail that appt | : ;
. . Pety) 4 product L yes !
. S5day t, 15-day t ! =
_ 8. Adverse event term(s)
—J 10day L] periodic JAUNDICE, BILIRUBINEMIA, LIVER
it > follow-up #2 | FUNCTION TEST ABNORMAL, SGOT
| INCREASED, SGPT INCREASED,
-
9. Mfr. report number ALKALINE PHOSPHATASE INCREASED
199813621HMRI

UNITED STATES 916-966-2067

Ts.

2. Health profes sional?
e -

. YOS

'
no ]
|
i

Occupation { 4,

[nitial reporter atso
sent report to FDA

no

__yes LNk

|




Individual Sately Re

LTI —

A1. Patient identifier G.9. M. report number

\/[ED WATC}‘I 199813621HMRY

Page 2of 2

B.2. Other outcome
medically important

8.5. Describe event or problem
[continuation:] Synthroid (levothyroxine sodium), Plaquenil (hydroxychlorcquine phosphate) , Naprosyn (naproxen) ,
Inderal (propranolol hydrochloride), and Premarin (estrogens conjugated). The patient experienced Jaundice and was
evaluated by her physician and studies revealed : bilirubin 22, AST 288, ALT 63, and alkaline pPhosphatase 766. The
hepatitis profile was negative. The event is ongoing at the time of this report. The physician feels the
leflunomide was related to the jaundice and the elevated enzymes. The reporter's assessment of the causal
relationship is that it cannot be excluded.

Addendum 06-Apr-1999: The physician returned the MedWatch form with this additional information: outcome
attributed to adverse event: death 29-Dec-98; relevant medical history: history of alcohol abuse. No other
additional information previded.

Bvent Sericus Dechal Rechal Rpt.Causality Alternative Explanation

' t) JAUNDICE (FATAL OUTCOME) YES NO NA Possible underlying/concomitant illness
-Xx) BILIRUBIN 22 (NOS)

(Dx) BLEVATED LIVER ENZYMES (FATAL YES NO NA Possible underlying/concomitant illness

OUTCOME)

(Sx) AST 268

(Sx) ALT 63

(Sx) ALKALINE PHOSPHATASE 766

B.7. Other rek history, including preexisting medical conditions (o g allargies, race, pragnancy, smoking and alcoho! use, hepatic/renal dystunchon, etc }

[continuation:] UNK

C.3. Therapy datws (if unknown. grve duration) (mo/dayfyr) (Suspect #1)
11/09/1998 to 11/11/1998 Duration: 3 days

C3. Therapy dates (if unknown, gne duration) (mo/day/yr) (Suspect #2)
11/12/1998 to 11/13/19988 Duration: 2 days

C.10. Concomitant medical products and therapy aates {exclude treatment of event}
[continuation:] BSTROGENS CONJUGATED ( PREMARIN)

DSS

APR 2 01999

RECE Y )
APR 19 1999

ADVERSE EVENT REPORTING SYSTEM

BY:
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NULVIUUdL DdTWly K
~9-00-01%

FDA MEDICAL PRODUCTS REPORTING PROGRAM

g

-

3. Sex
TG D female

@ male

in confidence

Aventis Pharma, Inc.

Doman Facsmie Approved by FOA on 32294

it report #
200010080HMRI
F/Dist report # _“H
—
Page 1 0of 2 !
FOA U"CL*X_J

C. Suspect medication(s)
1. Nams (give [abeled strength & mfmabeler, if known)

" LEFLUNOMIDE (ARAVA) Tablets

” METHOTREXATE Solution NOS

B. Adverse event or product problem

1- [ Adverse event andfor {1 Product problem (e.g., defects/matfunctions)

2. Oukcormas 1o adverse event

attrbuted
{check all that appiy) (] disabitity

D death congenital anomaly
T meaem . .

D . . - D required intervention to prevent

life-threatening permanent impaimment/damage

@ hospitalization - initial or prolonged D other:

2. Dose, frequency & route used 3. mj:sm unknown, give durat.on)

4. Datw of
this report
oty

3. Date of
ovent
tidd]

12/30/1999 03/01/2000

5. Describe event or problem

.

Event (Nature of Event) Dx Origin

(Dx) ELEVATED LIVER ENZYMES Reporter
(Dx) LETHBARGY Reporter
(Dx) CONFUSION Reporter
(Dx) RESPIRATORY FAILURE Reporter

Narrative: Initial Report: this postmarketing
case, received by a pharmacist, involves a 61
year old male who was receiving Arava
(lefluncmide) for treatment of rheumatoid
arthritis (doses and treatment dataes not
provided) . Significant medical history
includes anxiety, benign prostatic
hyperplasia, cataract, hypertension,
rheumatoid arthritis and no known drug
allergies. Relevant concomitant medications
were atenolol, Balcion (triazolam) ¥

# 10 MG BID PO »
] fid !
4. Diagnosis for use (indication) [ 5. Event abated after use stopped |
#  RHEUMATOID ARTHRITIS or dose reduced __
L4 E\J y&sE no__| doesn't .
- - apply l
e[ ‘ .
5. Lot# (f known) 7. Exp date (f known) Liveslino ] :;;i"' !
" " 8. Event reappearsd after H
reintroduction
|l i Ll D yes E nn@ doesn’t
9. NDC ¥ - for product problems only {if knawn) apply
#t » 2 _] yesi_| nol__ doesnt
a

10. Concomitant medical products and therapy dates (exclude treatment of event)
ATENOLOL

TRIAZOLAM (HALCION)

VERAPAMIL HYDROCHLORIDE (VERAPAMIL - SLOW RELEASE)
ALPRAZOLAM (XANAX)

G. All manufacturers
1. Contact office - namw/address (& mfring site for devices)

2. Phone number

Aventis Pharma, Inc. (816} 966-5000

10236 Marion Park Drive
Kansas City, MO
64137

3. Report source
{check all that apply)

D foreign

6. Relsvant testa/aboratory data, including dates

MAR 06 2353

MAR O 3 ZUUU D study :
D literature )
D consumer !
i 2 health
« Date recetved by man rer Y professional
munsn (ANDA R 20-905 | [ oot facitity
02/25/2000 —
IND® L. company
fepresentative
6. ¥ ND, protocol # PLA #
3 distributor ‘
pre-1938 D yes r othar; !
7. Type of report oTC ;
{check all that apply) product D yes !

D S-day @ 15-day
D 10-day D periodic

D Initial @ follow-up PR

8. Adverse event term(s)

LIVER FUNCTION TEST ABNOFRMAL,
SOMNOLENCE, CONFUSION, APNEA

7. Other rel history, g P g madical condilions (¢ g, allergies, race, pregnancy,
smoking and alcohol use, hepatic/renal dysfunction. etc.)

CATARACT
ANXIETY, BENIGNE PROSTATE HYPERPLASIA,
BYPERTENSION, RHEUMATOID ARTHRITIS, NO KNOWN

DRUG ALLERGIES

v

Submission of a report does not constitute an
admission that medical personnei, user facility,
distributor, manufacturer or product caused or

coptributed t?t e everLL )
“tem compieted on continuation pages.

FDA

Daman Facwmis of
ENL e 26708

9. My, report number

200010080HMRI

E. Initial reporter
1. Name, address & phone ¥ ‘
JENNIFER BIU Ms. ‘
HACKENSACK UNIVERSITY MEDICAL CENTER,
30 PROSPECT AVE.

HACKENSACK, NJ 07601 »

PHARMACY 3ERVICES,

4. Initial reporter aiso

2. Health professional? 3. Occupaton
sent report o FDA

3 yes j no .
! ___yes

| i _

o

Jno ' ounk




{

n

diUiviUlal OSatwL NWpOI L

u!ﬂn!ﬁm m Aventis Pharma, Inc.
*34 -9-00-02+

A1. Patiant identifter G.9. MIr, report number '7|

‘- "EDWATCH TG 20001008 0HMRI
Page 2 of 2

B.5. Describe svent or problem
[continuation:) methotrexate injections, verapamil hydrochloride and Xanax (alprazolam). On 30-Dec-1999 he presented
to the emergency department with elevated liver enzymes, lethargy, confusion, and respiratory failure. The patient
was placed on a ventilator and admitted to the Coronary Intensive Care Unit. Questran (cholestyramine) was started,
following the reccomended dosing for washout, on 01-Jan-2000. The outcome was listed as improving, no further
information was available at the time of this report. Additional information will be provided upon receipt.

Laboratory data: 30-Dec am 30-Dec pm 04-Jan
LDR 16,376 3009
AST 4600 2587 74
ALT 2215 422
tot. Bili 1.2

dir. Bili 0.87
Alk. Phos. ' 123 128

Addednum 25-Feb-2000: The reporting pharmacist returned the MedWatch with the following additional information:
the dosing of leflunomide was 10 mg twice a day. The patient was in the Medical Intensive Care Unit and not the
Coronary Intensive Care Unit. The cholestyramine was dosed at 8 grams every 8 hours for 11 days. AST was noted to
be 4595 on 30-Dec-99 in the morning and not 4600 and the total bilirubin was 1.2 on 04-Jan-2000. No further

additional information was received.

Reporter assessment of the causal relationship between the adverse event and suspect drug:
{_] Possible [ ] Unlikely [_] Unrelated
[_] Insufficient Data

unlikely/unrelated, provide alternative explanation:

Illness [_] Concomitant Drug {_] Other

MAR (g 2000

E.1. Nasme, adkiress & phom #
[continuation:] UNITED STATES 201-996-2583
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THE FDaA \1ED!CAL PRODUCTS REPORTING PROGRAW

--- - -.armaceuticals, Inc.

Page 10f 2

A. Patient information

C. Suspect medication(s

Aoproved by FDA on Y7294
Doman Facsimue
it reoory o ——————

tr report 8
200123598U8
F 0t repont o

(check all that apply) . disaviity

1 Favens wentiier | 2. ;q:v:tn .:m. ’ 3. Sex 1. Name (give labeled strength & mirlabeler, if known) |
Iap o LSS yme T femate #1__ LEFLUNONIDE (ARAVA) Tablets J
‘ in confidence E";'w‘, 05/28/1935 . mate »n )

B. Adverse event or product problem j & Dose.froquency & route usea 3. Therapy dates tes (1t own, e aiaion)
.’ .o .. Adverse event and/or i__. Product problem (e.g.. defects/malfunctions) | '1_,,_ j? ic QD ro ¥ ‘
| 2 Outcomes attributed to adverss event — - :’ ©
i

- —_ congenital anomaly i

[ death

4. Diagnosis for use (incication)

5 Evam abated after use s(opoedj
or dose rnduced

i
| = Ty ___ required intervention to prevent J #1  RHEUMATOID ARTHRITIS » - -
T2 e -threatening pemanent impairmenydamage i T ) . yes _ no.", Coef”’
— —_ ! a
= hospitalization - initial or prolonged __ other: ’ ] e . . PPJL,W
I - 5 6. Lot #(if xnown) i 7. Exp. date (f known) 0. gg;syn
J. Date of f 4. Date of Imr —i
|™ wvent 12/77/2001 this report 01/28/2002 R ©w | 8 Event reappeared aflar !
[ tmoksewe) , imandate) i reintroduction :
5. Describe event or problem n R —— " yes  no.". doesnl
J 9. NDC # - for product prablems oniy (if known) _ _.___apply.
Event (Nature of Event) Dx Origin ] ” %2 _yes _ ro. !doesnt
: .. apply_
(Dx) RENAL FAILURE Reporter 10. Concomitant medical products and therapy dates (exciude treatme.t of everl; s
! (Sx}) CREATININE (2.2-8.4) METHOTREXATE
(Dx) LIVER FAILURE Reporter | ROFPECOXIB (VIOXX)
i (Dx) THROMBOCYTOPENIA Reporter ( PREDNISONE

' (Dx) GANGRENOUS FINGERS AND TOES Reporter CALCIUYM +

Narrative: Initial report: This spontaneous
postmarketing case, received from a
physician and an intensive care nurse,
involves a 66 year old male who initiated
therapy with Arava (leflunomide) 20mg daily
in late Aug-2001 for rheumatoid arthritis,
No loading dose was given. The patient was
admitted to the hospital on 13-Dec-2001 for
renal and liver failure and

NJ
08807-2854

I
|
I
|
} Bridgewater,
|
|

G. All manufacturers
| 1. Contact office - name/address (& mirng site for devices)

Aventis Pharmaceuticals, Inc.
100 Somerset Corporate Blvd.

jZPhomnumber !
(908)243-6000

3. Report source.
(check all that apply)

.. foreign

_ study |
- Iterature

; consumer

) health i

4. Date received by manufacturer

professional |

thrombocytopenia. The patient also (marcaye) ! ANDA # 20-905 user facility
developed gangrenous fingers and toes and * 01/14/2002 | o - cempany
_ T  representalve
6. Relevant testsNaboratory data. including dates i 6. If IND, protacol ¥ PLA # _ = -
) ! : distnbutor
|
’ Ii* . pre-1938 yes | _ other |
‘ 7. Type of report [ oTC — )
! : check all that appl ' |
i ! { — ooty 1 prcduct — ¥ES !
¢+ _!5day .7, 15.day - e -
! o - 8. Adverse event termys)
[ H 1
| ‘ ;L 10-day . periodic : RENAL PAILURE NCS, BLOOD
D nbal Cr, follow-up # 1 CREATININE INCREASED, HEPATIC :
i FAILURE, THROMBOCYTOPENTIA.

TT Other relevant history, Including preexisting medicai conditions {e.g., allergies, race, pregnancy.| | 9. Mfr. report number

smoking and aicohol use, hepabtic/renat dysfunction, etc.)
200123598Us

VIRAL ILLNESS, SMOKER, nicotine use

RHEUMATCID ARTERITIS

[P:\L‘i HARBOR, FL

GANGRENE NCS

E. Initial reporter
! 1. Name, address & phone # ]

—~

ANTHONY SEBBA MD
36338 US HIGHWAY 19 NORTH

34684 .

‘ UNITED STATES 727-773-9753

Submission of a report does not constitute an
admission that medical personnel, user facifity,
distributor, manufacturer or product caused or

cpntributed to t
p?em complete

2. Haalth professionai?

N, yes L

FDA

Somav Facsaruig o
€08 Cam 144

e event
oncorfnuation pages

© 4 Iniual reporter also
sen( repor' o FDA

i }f\‘ 65[\ J’ ne

3. Qccupation

L UNK |



LM v m——. P

SRR

*3862570-1-00-02#
maceuticals, Inc.
!A-L Patiant identifier | G-3. Mfr. report number ———— -’Hf
MED WATCH f JP 200123598Us

Page 2 of 2

. L I
——

B.5. Describe svent or problem
{continuation:] will probably lose his fingertipas. The patient began experiencing symptoms about 1 week prior to
admission. Leflunomide and mathotrexate were discontinued on the day of admission. The évents were trpated with
Questran (cholestyramine) for 2 days, leucovorin, platelets, IV fluide and IVIG for 5 days. The events are
resolving, and his labs are improving. His creatinine level decreased from B.4 to 2.2. No other laby wera known at
the time of this report. Physician believed that these évents could be due to the patient's consumption of oysters
which possibly contained *vibro parahaemolyticus” or Salmonella. Concomitant medications include methotrexate,
prednisone, Vioxx (rofecoxib), calcium and Centrum (multivitamin). Medical history is significant for a recent
viral illness, rheumatoid arthritis, and he is a smoker.

Reporter's assessment of c‘uual relationship: Posaible.

’

Addendun for follow up received 14-Jan-2002: Nurse returned transcribed Medwatch form with note that {t was
reviewed and was OK. No additional infomation provided.

Addendum for follow-up received 17-Jan-2002: Patient's date of birth and weight provided.

Bvent Serious Dechal Rechal Rpt.Causality Alternative Explanation

(Dx) RENAL PAILURE YES NA NA Poggible other known or suspected cause
(Sx) CREATININE {(2.2-8.4)

(Dx) LIVER PAILURE YBS NA NA Poseible other known or suspected causa
(Dx) THROMBOCYTOPENIA YES NA NA Posaible other known or suspected cause
(Dx} GANGRENOUS PINGERS AND TOES YES NA NA Posaible other known or sugspected cause

C.3. Therapy dates (if unknown, give duration) (mo/dayfyr) (Suspect #1)
08/??/2001 to 12/13/2001 Duration: 4 months

C.10. Concomitant medical products and therapy dales (exclude treatment of avent)
(continuation:] VITAMINS NOS . MINERALS NOS (CENTRUM)
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MED WATCH

FHL FDA MEDICAL PRODUCTS REPORTING PROGRAM

A Patient information

1. Patientidentifier 2. Age at tne '3 Sex ' 4. Weight
of svent :
66 yre .
b or Y : : female [‘
Date ! h
ceerferte i 04/05/1934 male |

B. Adverse event or product problem
1.0 -
Z &;:;r;—amb‘md s ad\nna wen(
vieca ail thal agply)
Unknown

Zeain
™ s

Advarse event and or

isability
ccagendai anomal,

required interveuen to prevent

v alredterng permanent impair Ter tdamage

hesaitahzation - nitial 0 profonged ,7 othe-:
3. Dawe of " 4. Datmot
ovent 12/21/2000 this report 01/17/2c01
R r?)jv{' _ ~ Gy ) R .
§. Descnbe wmx orpmdnm '

’

Event (Nature of Event) Dx Origin

(Dx) LIVER FUNCTION TESTS Reporter
CONSISTENT W/ MASSIVE
HEPATIC NECROSIS
{Dx) DISSEMINATED INTRAVASCULAR Reporter
COAGULOPATHY
(Dx} COOMBS TEST POSITIVE NOS Reporter
(Dx) COLLAFPSED AT HOMFE Raporter
(Dx) DIARRHEA WITH BLEEDING Reporter
(Dx) STATUS POST Reporter
CARDIOPULMONARY ARREST
(Dx) METABOLIC ACIDOSIS Reporter
(Dx) ACUTE RENAL FAILURE Reporter
(Sx) INCREASED CREATININE 3.5
(Dx) SEPTIC Reporter
(Dx) DEATH OF UNEKNOWN CAUSE Reporter
Narrative: Initial Report This *

8. R.onv:nt hsh/hbonnoq can nc! LOI’\g cales

I Othor nbvantrnuxy including preexisting modical condrboru eg aﬂerg €5
smos:ng and a-cohcl use. neoakarenal Cysfunclon, eis )

NO MENTION OF RELEVANT DISEASE

Submission of a report does not constitute an
admission that medical parsonnel, user facility,
distributor, manufacturer or product caused or

n
cpotg\bgéedgfo t eogvi[t,

FDA

N.3hon ayges

‘ale '\regva’\c

Aventis Pharma, Inc.

kgs |

Product problem (e g . delectsimalfuncticns)

Fage 103

>
|

AL£10v00 by FDA 04 Y2294
Deran Facomue

Ml recrt 3 '
20002257005 !

UFOsirepona
FOAUse Orvy |
_— .

1. Name (gve abeled strength & nfrlabaier of s nown)
" LEFLUNOGMIDE (ARAVA) Tablets

FRCIRYETREY

. 3. Therapy dates . .auncar

KDV lor Dusi esnily)

|
| # 20 MG QD PO P
| K2 2
e .
4 Dugnousbruwuo wator s, Event abatod aﬂmu;e stopped
P dose
#  REEUMATOID ARTHRITIS o dose roduuced
(¥ yes nc doesnt |
- fn . _apply 4
16 Lot# {f known) '7. Exp. date (fkrown) | yes  ao :g:;nl
¥ ONK P 8 Event mappeared afer
! rntroduction
. [ ¥ yes  no " ceesnt
8. NOC #. fcr product prcbiems Qﬂy(wf‘-'\cwr‘ t arely
" 2 Lz yes = Scesit
R ¢ appiy

10. Concomitant medical produscts 5. L erdpy Jiles exdl.de Lzalment ol vve IS

. IBUPROFEN {MOTRIN)

PREDNISONE

. LANSOPRAZOLE (PREVACID) 11/27/2000 to Unknown

|

G. All manufacturers
i 1. Contact office - name/address /% ~fring sie for devices)

2 Phone nurmber
(816)966-5000

Inc.

IAventiu Pharma,
110236 Marion Park Crive {3 Report source
‘Kansas City, MO I (check all that appty)

64137 foreign
; . $Cy '
. i |
literature !
corsumer
‘. reath
k Daw mcofwd by manufactures EN | profess.ona
iradarye) l(aNDA g _20-905 | . user ‘acility
01/10/2001 i ! ‘
) IND & I company
_ . representalive
§. HIND, protocal ¥ PLAS _
] _ . st butor
pre-1938 i yes 1 b oner
7. Typa:lupoﬂ | orC -
<h Il that % ! ) |
{check a 7a apply, product __ yes (
_.5-cay 7 15-day - . L

8. Adverse evertt (s}

- '

percdic i LIVER FUNCTION TESTS NOS
" tuowupsl _ | ABNORMAL, DISSEMIMATED
.. .__| INTRAVASCULAR COAGULATION, cOOMBS
' DIRECT TEST POSITIVE, COLLAPSE,
Jnnm:.xou BAEMORREAGIC, *

iC-cay -

[GUIE:Y

20002267008

E. Initial reporter
Name, addruss & phone ¥
James Wade, MD
CancerCareSpecialist
2880 N Monroce St.

DSS
JAN 2 2 760,

2. Hoakh pmhuroul" 3. Occupaton 4 Intai mportm' uw
st report to F DA
s - Hamatology o3 ; n

wAMN T g



LA L" [UT- ¥}

AL

"A.1. Patent identifier , G.8. Mfr. report number

MED WATCH = |

Aveatis Phsrma, Inc.

200022670US

i
i
1
i Page2c¢i3

B.2 Other outcome
medically important

B.5. Describe event or problem
[continuation:] post-marketing case from the US was received from a lab teach and consulting hematologist. It
involves a 66 year-old female who initiated therapy with Arava (leflunomide) 20 =g daily on 0l1-Dec-00 for rheumatoid
arthritis. It is not reported whather the patient received a loading dose. Relevant medical history and concomitant
medications were not reported. One weak aftar initiating therapy with Arava, the patient experienced diarrhea. On
22-Dec-00, the patient collapsed at home and was admitted to the hospital. Liver function taests ware consistent with
magsive hepatic necrosis, no values were reportad. Lab tests showed disseminatad xntxavaacular'coaqulopathy and
positive Cocmbs test. No valuas werse provided. The patient was treated with charcoal and cholestyramina treatment
was to begin today (25-Dec-00). She is currently on a ventilator in the intaensive care unit. The primary care
physician was contacted, nod information was availabla.

)

Addaitional information was received on 27-Dec-00. »
The patient's rheumatologist was not aware of har hospitalization. His office notes indicated that Arava 2C0mg

weekly was initiated sometime at the end of Novembar 2000. Laboratory work was to have been performed 2 weeks later
but physicican had no laboratory reports. The patient was hospitalixzed approximately 3 waeks ago for abdeminal pain
(no other information available). Most recent admission was for cardiac and pulmonary arrest. The patient was
resuscitated, intubataed and is improving. The treating pkysicians at the hospital have cot informed the
rheumatologist or consulted with him.

The patient's primary care pbysician knew nothing about the patient'
Concomitant medications at last office visit on 27-Nov-2000 were ibuprofen, prednisone and lanscprazole.

8 hospitalization other than she "had 3

reaction".

idendum for 08-Jan-01: Follow-up information was received from the hamatologist and nurse at hospital. The
physician provided the patieant was status post cardiopulmonary arrest and on a ventilator, Dosage of Arava 20 mg
daily since 0l-Dec-00 was confirmed. Additional diagnoses providad wére severae diarrhea with bleading, metabolic
acidosis, renal failure and receiving hemodialysis. Ouset dates for ‘these events waere not provided. A nurse at tha
hospital indicated that the patient died. The date of death and cause of death were oot known to her. She reported
the patiaent had become septic, date not provided. Additional, follow-up information is being requested.

Addendum 10-Jan-2001: Follow-up received from the Primary physician: The physician last saw tha patient on 27-Nov-
2000, whaere har only camplaint was an upsat stomach. She was prescribed lansoprazols. The leflunomide was started
on 01-Dec-2000 by har rheunatologist. Aftar two waaeks ~14-Dec-2000, the patient reported to the rheumatologist that
she was fire. The patient was admitted to the hospital on 21-Dec-2000 (not 22-Dac-200C as praviously reported! in

full renal failure (creatinine 3.5), dehydrated and in cardiopulmonary arrest. Tha patient was placed on a
there was possible disseminated intravascular

ventilator. The patient 's livar eniywmes were in the thousands,
and the physician was unsure if the patient had

coagulation, the patient had terrible, etrange smelling diarrhea,
episcdes of parcxysmal atrial fibrillation. Family mambers gave conflicting reports cn the coursa of avents prior
to hospitalization. One fanily member indicated that thae patient had diarrhea for 2 weeks, anothar indicatad 2
days. The patient did not report any diarrhea to her physicians. Haer status was described as "everything fell
apart at 2:00 PM the day before admission" to "sha was fine all cay". The physician could not understand the
discreparcies. The consulting hematologist believed that the leflunomide caused the diarrhaa ard hepatic necrosis.
Rutopsy was performed which tha results are not yot available with the «ception that there was no evidence of
coronary artery disease and thae liver biopsy was reported to show only fatty liver. The patient had no prior

history of reral failure.

Addendum for 11-Jan-0.: Follow-up information was received from tha rheumatologist. He provided tha patiert had no
Arava was initiated sometime in November, 2000. Liver enctymes on 28-Nov-00
were normal, AST/ALT were betwaean 10-20, no uni*s provided. The Fatient was treated in the past with methotroxatae,

The only concomitant medication tha physician was aware of was Motrin {(ibuprofan). The
ince "she could have come down

history of alcohol use to his knowledge.

"a long time ago".
raeumatologist feels that there in insufficient evidence to make a causal assessman<

“ith & virus". No other information is available to th:s physician. !:)ES C;
“

) JAN 2 2 opn

JAM T 8 2001
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*3651385-
. A1, Patient identifler G.9. Mfr. report number ;

s : f ¢
MEDWATCH = L e e

LR

ventis Pharma, loc.

B 5. Demcrita vvent or problom

{continuataon:]

Event Serious Dechal Raechal Rpt.Causality Alternative Explanation

(Px) LIVER FUNCTION TESTS IES NA NA Poassible possibly associated with

CONSISTENT W/ MASSIVE HRPATIC concomitant drug(s)

NECROSIS

(Dx) DISSEMINATED INTRAVASCULAR YRS NA NA underlying/concomitant illness

COAGULOPATHY .

(Dx) COOMBS TEST POSITIVE NOS YES NA NA

(Dx) COLLAPSED AT HOME YES UNK ONK ’

{Dx} DIARRHEA WITH BLEEDING YES UNK ONK Possibla possibly associated with
Concomitant drug(s)

(Dx) STATUS POST CARDIOPULMONARY YES NA NA

ARREST

{Dx) METABOLIC ACIDOSIS YES UNK ONK underly.og. coooms tant tllnesw

{Dx) ACUTE RENAL FAILURE YES NA NA possibly associated with

concomitant drug(s)
‘Sx) INCREASED CREATININE 3.5

x) SEPTIC YES UNK UNX possibly associated with
concomitant drug(s)
(Dx) DEATH OF UNKNOWN CAUSE YES NA NA : undarlying/concomitant illness

C.3. Therapy datee ¢ f .nk~0wn Grue duratco) (mordaytyr, (Suspec! #1}

121/77/2€00 to 12/22/2000 Duration: 1 month

G.8. Adverse svent tenmys)
[continuation:] CARDIO-RESPIRATORY ARREST, METABOLIC ACIDOSIS NOS, RENAL FAILURE ACUTR, BLOOD CREATININE INCRRASEED,

SEPSIS NOS, DEATE NOS

E.1. Name, address & phone ¥
[continuation:] Decatur, IL 62526-3269
UNITED STATES 217-876-6600

DSS
JAN 2 2 2001

AN T 0 2009
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Aventis Pharmaceuticals, Inc :i:)md‘m“'cw'_!"_ )

armaceuticals . it -

1na1vidual sarety ' 200210502us :

il e

FUA Usa Unly

Patient information

1. Patient identifier | 2. Age at time ’ 3. Sex 4. Waight 1. Name (give fabelad strength & mirfabeler, f xnown)
of event: .
67
JMY of - . loYES P (7] femate I ’ m  LEFLUNOMIDE (ARAVA) Tablets
or
in confidence Date 02/12/1934 ’ | mate 55.6 ’
of birth: | 222 kgs o k2 o )
"2 Dose. t & route use }
B. Adverse event or product ose. requency & rute used 3 Therspy dates 1 e 5 ot
20 MG QD PO .
L Adverse event and/or r—l Product problem (e.g.. defects/malfunctions) # Q !
2. Outcomes attributed to adverse event |42
tcnecx ail that apply) L;; disability L . FR .
- “ E congenital anomaty \ 4. Diagnosis for use "‘ﬂ'CaUDFI . 5. Event abated after use stopped
. death __ s = . ! or dose reduced
—=- oy ] required intervention 1o prevent | #1 RHEUMATOID ARTHRITIS Yor . B
__ life-threatening permanent impairmentdamage - e : yes v doesn
o B = appry
. hospitalizaton - initial cr proionged | | other: #2 e {‘2 e .
_ . oo o 6. Lotﬂ(fknm\n) 7 Exp, date 1! hknown) ,‘ -~ 18 ne ‘dgg‘:’k
3 Dateof . 4. Date of , . e
event 10/72/2001 , J this report 01/22/2002 91 UNK #1 ) 8 Event reappeared atter
e Cayy; | imordapty) ' i | relr)(ruducllol)
5. Describa event or problem ! ,ﬁ,__ IR 5. . #1 $25 "o doesnt
j 9. NDC # - ‘or product probrems onily (* sncwn) ; B apey
Event (Nature of Event) Dx Origin |t w2 " Fes o ccesnt
e . [ agoy
{Dx) HEPATIC FAILURE Reporter 10 Concomr!ammedrcal producls ane ’L au Gles {exiode raatmert o euerl)
(Sx) JAUNDICE UNKNOWN DRUG (UNXNOWN DRUG)
(Sx) TOTAL BILIRUBIN 25.1 o
(Sx) AST 61 o
(Sx) ALKALINE PHOSPHATASE 160 ) “
(Dx) DIARRHEA NEAAALIINE G. All manufacturers
(Dx) WEAKNESS Reporter 1. Contact office - name/address (& mining sie for devices " 2 Phone number
(Dx) PNEUMONIA Reporter Aventis Pharmaceuticals, Inc. ’ {938)243-5300
i | e
(Sx) PULMONARY INFILTRATE !300 Somerset Corporate Blvd. T3 Repont source
[ Bridgewater, NJ {checx al that appiy;

. - . 7-28" re
Narrative: Initial report 16-Jan-2002: This 08807-2854 forexgn
postmarketing case reported by a physician stuay
and pharmacists involves a 67-year-old ferature
female patient receiving Arava (leflunomide) ' | ST
20mg once a day for rheumatoid arthritis _— : . , :eje:yc

. . . . 4 Dala 'ecelvad by manufacmrer 5 ‘ e
since September 2001. It is not indicated maisayrert AINDA ¥ 20-505 st o,
if the patient received the loading dose * . 01/16/2002 \
: INDa o . company
- - T ! I3 e ~ .
6. Relevant testslaboratory data ncluding dates 6. I1IND. protocat R PLA A ‘epresentatue
J, o disinibuto”
gre-1938 ves
7 T'ype o! repon oTC
check all that apgl as
B {cneck all that apely) procue oves
i D isay 7 5.0a ——
nl", g Y Y 8. Adverse event temm(s;
- t-cay perodic HEPATIC FAILURE, JAUNDICE NCS,
A i ‘lisw-up & BLOCD BILIRUBIN INCREASEL,
L ASPARTATE AMINCTRANS
Toimer ratevant history, including prvcxlsung medacatcond:tuons g alerges race, prvxanfy‘ 3. Mfr.report number INCREASED, BLOOD ALKALINE

sTong ang alconor use  hepatcirena Cys'unchon, ete ) PHOSPHATASE NOS INCREASED *

HYPEZRTENSION, GASTRITIS, STEROID INDUCELD ene
® - E. Initial reporter
SJOGREN'S SYNDROME, VERTEBRAL

DIABETES, ;. 1. Name, address & phone #
BASILAR INSUFFICIENCY, GERD, GRADE III ' GISELE BOURONCLE MD
ESOPHAGEAL VARICES PER EGQ. (€¥5 & 09/ 153 CONCORD ST.
2001), ALLERGY TO ASPIRIN} E:L!‘RGY T0 I'ST. PAUL, MN 55107
FELDENE, ALLERGY TO MOTRIN, alle;:gy © UNITED STATES 651-602-7554
APUUS T - T
Submission of a m;ﬁ%R ddes not constitute an 2 Hosn protessg;;wf” -, OCC’JDJ‘:N\ - cepsrer see -
F DA admission that medical personnel, user facility, ! sertrepent o E0A
distributor, manufacturer or product caused or e no s -
tributed to the event . .
B e Pl gcg’ute e@ ON Confinuaton pages Y LU“Z

LN SVANE TSN JAH



lngiviaual satrety K
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Aventis Pharmaceuticals, Inc.

A1 Patient Identifier T Ga Mfr._r-np_én number

MED WATCH MV 200210502us

o Fagzu 22
B.5. Describe event or problem
(continuation:) of leflunomide. Relevant medical history includes hypertension, gastritis, steroid induced
diabetes, grade III esophageal varices (un<-own etiolcgy and unknown what further workup was performed) per EGL in
12/99 & 09/01, and allergies to aspirin, Feldene (piroxicam), and Motrin (ibuprofen). She has taken Imuran
{azathioprine) and methotrexate in the past. She takes many concomitant medications (nos). Patient was seen by her

primary care physician (reporter) on 16-Dec-2001 when she presented with yellow skin coler. At this time, har total
bilirubin was 9.5, AST 48, ALT 27, and alkaline phosphatase 160. She was diagnosed with jaundice. Arava was
discontinued on -25-Dec-2001. On 03-Jan-2002, tha patient presented tc the hospital with pulmenary infiltrates and
jaundice. Her total bilirubin was increased to 1% at this time. She was treated for pneumonia and had further
workup for liver disease (multiple labs) and liver biopsy. She was discharged on 11-Jan-2002. on 14-Jan-2002, she
presented to a different hqapital with diarrhea, weakness, and jaundice. Liver biopsy results (January 2002) showec
"fibrosis and marked canalicular cholestasis suggestive of possible medication reaction". She was started on
Quescran (choleacyramine)'s gram by mouth every B hours to "increase in the elim:ination of Arava" {January 2027

Her abdominal CT from December 2001 shows "hepatic cirrhosis with varices". The avents are ¢nccing.  Arava was
prescribed by the patient's rheumatologist. She is currently being worked up for a liver transplant. GCnset date of
the above event: -October 2001.

Her labs are as follows:

14-Jan-2002: INR--1.5, NH3--47, total bilirubin--25.1, AST--61, ALT--31, alkaline phosphatase.-151

15-Jan-20¢C2;: INR--1.5, NH3--75, total bilirubin--21.2, AST--59, ALT--29, alkaline phosphatase--145

16-Jan-2002: INR--1.5, NH3--83, total bilirubin--20.7, AST--59, ALT--28, alkaline phosphatase- -132

No additional information was provided.
The reporter's causal assessment between Arava and the events are unknown.

Reporter agdsessment of the causal relationship between the adverse event and suspect drug:
[_] Possible [_ ]} Unlikely (_] Unrelated

{_] Insufficient Data

If unlikely/unrelated, provide alternative explanation:

{_] Illnesa [_] Concomitant Drug (_] Other

C.3. Therapy dates (f unknown gwe duration) (mo/dayyr) (Suspect #1)

09/??/2001 to 12/25/2001 Duration: 3 months

G 8. Adverse event termys)
{continuation:} DIARRHOEA NOS, WEAKNESS, PNEUMONIA NOS, LUNG INFILTRATION NOS

g ’Uz
g
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C. Suspect medic
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8. Relaveni tasti 35arstory dala, nciuditg dates

</

B o oo

L

— t

ryr) dleal

7 Other relavan  istory, Includlng pe

4. A 29

Hepatr
/rfﬂ// ,Z/}/ﬂ/}}

T NS ET

(8.g., alergies. ra  oregnancy, emoking st iconoi use, nepotummd dyslunclior. eic.)

ISUY—
b, s

5400 Filahsrw Lane

m . Ml to: MEDWATCH

or FAX lo:
1-800-FDAQ178

Rockvilte, MD 204529797
T4 Faen 7520 MAy i Bu?\lulon of a report dows rnot constitute an sdminsion

arcnnc KYM " 2! éé I E!: f
Dl'l
of binn: n /
2. D requancy/Routs ueed 3, Therpy datas [T Unknowm. give duration)
e vent or praduct problem From T fer bent astmat
sat  andlor [ ] mroduet pr (e.0., So ) # / / # - L
II'rmd to adverse evert L -
" check alithat 11N ] daabity Fa / / "2
D conganidal anomaly 4. Dingnosts far Use (sapasts indications with camrici 5. Event abaiad sfter use
CJ death __ . — stopped or dose reduced
_ L) [ required miervention to pravant L2
ifodhreat .3 permanant impakmenvdamags — —= {# Oyes J o {Jdomm
husghalzt 1 — Inial or proionged D othar #2 :
6. Lot # (¥ known) T Exp. date (T RAwm) | 2 Oyes Uro g™
3. Dmo ot / %/ 4 Dats of * L 8, Evera resppeared aftar
w2 WR1999 | e Alad/2000 : ' mrasen
s
S Dascribe ave s problem w2 #1 yes [ no Dd "1
‘4 9, NDC # {for product problems only)
A g i oA 2° 7‘//75, MS A2 - : T S Dty
) b 02 ‘& 10. Concomitant medical producta and tharapy 1;ates (exclude treatmert of avant)
T Al

D Suspect medical device
1 Brand name

2. Type of device

4. Operater of device
{J neatn professiona
E 18y usarfpaGent

] otrer

3. Manufaclurer name & eddress

RECEIVED

3. Explration dats
(v acyyyy)

8.
modal $ MAY 1.4 /0
7. It bmplanted, give data
jcalaleg # N I NI W, I, | envsavYYY]
Wl o
.‘ﬁ"' Mtu‘"vH\lbll biL./‘
8, , giv
ot x lfuplarmd giva date
other #
joiner =
3, Davice svallable for evaluston? (Do ot send to FDA)
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s 2sd)

10. Concomitant medicat producis and therapy tates (exchude reatment of avert)

E RPpOIter {s=e crnhidentuality section on back)

Momi.ﬁ'/a? 7# éfa?
Mxtﬂet/m G At Oh
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. Qccupation 4. Almo repoirtisd to
27208 2205 2 mantactrs

T usaer (ackiny
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the manutacturer, plece an "X" In this box. !
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that medical personns| or the product causerd nr contributed ta the svenl.
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MEDWATCH

The FDA Safety Information and

adverse events and product problems

Intgmet Submission - Page 1 ¢ 2 ( [‘f"‘ A

VOLUNTARY reportingof ~ CDEF; | "o a5 o

Adverse Event Reporting Program FQU%?A%X’ f:fsy\pﬂe ﬁQf
A. Patie ormatio C. Suspect medication(s)
1. Patient identifier }2. Age at time 3. Sex 4. Welght 1. Name (give labeled strength & mirAabeler, if knawn) .
JH ;fwl: 75 Years mlemaje bs e Lefluncmide 20 mg Aventis
In confidence Ef‘ :hh‘- [ maie ——— kgs 42
N A oA AuA - 2. Dose, frequency & route used 3. Therapy dates (if unknown, give duration)
- ( O elgele PDrop 20 mg day H0AVI0 10r Dest sstmate)
! L7] Adverseevent andir  [] Product problem (e.q., defects/mattunctions) " Orat "04/01/1999  09/09/1999
2. Outcomes attributed 1o adverse event .
[ disabitty 2 2

(check all that apply)

death 09/12/1999 [] congenitar anomaty

] T (mordayy) [T required intervention to prevent
{7] tife-threatening perma“ent impairment/damage
[] hespitatization - initiat o prolonged [} other:
3. Date of 4. Date of
event 09/09/1999 thisreport 03/26/2002
(mordayyr} {mordawyn)

5. Describe event or problem

75 y/o female with a 5 year history of
rheumatoid arthritis and cutaneous lupu
was started on leflunomide in April of
1399. She had laboratories every 6 weeks
including LFTs which were normal. She
had a known history of atrial
fibrillation for which she was treated
with Propafenone and coumadin. On
9/9/1999 she was admitted for a fast
irregular heart beat. Her heart rate was
150 but was hemodynamically stable. On
9/10/1999 she was converted with
electrical cardioversion and given one
doe of Amiodarone. Later that morning on
9/10, her laboratories returned and AST -
1186, her ALT = 669 and her 2lk Phos =
58. Over the next 2 days she went into
progressive liver failure and passed away
on 9/12/1999 with the AST = 4682, the ALT
= 2202, the Tot Bili = 3 and the Alk Phos
= 92. The leflunomide and amiodarone -1
dose only- were stopped and the patient
had been

6. Relevant tests/laboratory data, ncluding dates

The creatnine was normally 0.8, but on
admission, it was 1.9 and on tke day of

her death it was 2.6. On admission, the
WBC = 5.2, the HCO3 = 20, the BUN = 53,
the albumin = 2.5 and the INR = 5.7

-normally 1.6 =g 2.0-.

7 Ofher relevant history, including preexisting medical conditlons ic.g., allergies
face, preg .ancy, smoking and alcoho! use, hepatic/renal dysfunction, etc.)

There was nc history of alcochol intake,
hepatitis or exposure to other liver

MEDWATCH

CTU fogrrs,, MR 2900

Mailte: MEDW.
FDA"" EHBECEVED
Rockville,

FDA Form 3500

4. Dlagnosis for use (indicaton)
g1 rheumatoid arthrizis

3. Event abated after use
stopped or dose reduced

" Dycs D”O %er

*#2
doasn't
6. Lot # (if known) 7. Exp. date {if known) QDmEhJDWW
w1 #1 8. Event reappeared after
reintroduction
#2 w2

' [Jyes [ no gggfyn‘t

#2 [lyes [Jno D%?;“

10. Concomitant medical products and therapy dates (exclude treatmant of event)

Accupril 10 mg QD Lasix 40 mg QD

Prilosec 10 mg QD Propafenone 225 mg TID
Premarin 0.625 mg QD Plaquenil 200 mg

QD  Amio

3. NDC # (for product problems only)

D. Suspect medical device
1. Brand name

2. Type of device

3. Manufacturer name & address 4. Operator of device
D health professionat
[ tay userfpatient

D other:

RECEIVED

5. Explration date

6. MA R (mardayyi)
model # 3 O ZUUZ
L 7. If implanted, give date
) {mordayi}
serial # - . e
8. W explanted, give date
lot & — — (ma/aayty)
other # l Y% Q Q
9. Device available for evaiuation? (Do not send to FDA) I.J UJ

yes  [Jro

10. Concomitant medical products and

I:] returned to manufacturer

VO i S TV

therapy dates {exclude traatment of edomp

E. Reporter (see confidentiality section on back)

1. Name & address phone # 520-626-6399
David E. Yocum, MD
Room 2303, 1501 N Camgbell Ave
Tucson Arizons 3C7235
United States yoTumdu. arizcna.edu
2. Health professitonal? | 3. Occupation 4. Alsoreported to
Phys:cran ' facrure
m ves E-] no Y E manufac-urer
B - " - [_‘\ user facility
> K youdo NOT wani your identity disclosed to =
the manufacturer, piace an * X * in this box. [ﬂ D distnbitor

Submission of a report does not constitute an admission that medical personnel or the product caused or contributed to the event.
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For VOLUNTARY reporting by health professionals of adverse events an

d preduct probleims
Internet Submission - Page 2 ¢} 3

BS. Describe event or problem continued

put on cholestyramine 4 grams TID without effect. Her family refuse an autopsy.

RECEIVED

MAR 3 0 200/

MEDWATCH CTU
0SS

MAR 3 U 2002

/ ¢’ 2 -
S e S P
Mail to: MEDWATCH or FAX to:

§600 Fishers Lane 1-800-FDA-0178
Rockyville, MD 20852-9787

Submission of a report does not constitute an admission that medical personnel or the product caused or contribut ed to the event.



LT , oy
mMmepDWATcH

For VOLUNTARY reporting by health professionals of adverse even
Internet Submission - Page 5 3
products and therap

ts and product problems

5&3

C10. Concomitant medical
daronz 800mg -one dose-

y dates continued

D10. Concomitant medical products and therapy dates continued

RECEIVED

MAR 3 0 200,

MEDWATCH CTL{DSS

MAR o U 2007

aderas

Mail to: MEDWATCH or FAX to:

5600 Fishers Lane 1-800-FDA-0178
Rockville, MD 20852-9787

Submisslon of a report does not constitute an admission that medical personnel or the product caused or conlributed to the even!.
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vur VOLUNTARY reporting AR O SN T A

L
MEDWATCH =~ i S ——Japaar

“Tnternet S@E@o -Page 1 o 2 Q",g:"

-

THE FDA MEDICAL PRODUCTS REPOURTING PRUGRAM

A. Patient informati C. Suspect medication(s)

t. Patientiden: fier | 2. Age attime Sex i Weight | [ Name (Produc: Name) {Labeled Strength) (MtriLabeler}
Loofey b cosars ' 41 Arava Qs Hcechst Marion
Cl | or [ terrate — 1bs ! I / /?stsen
Date e e a e - Acatamincpner, fillig
2 ¥ 3/ 923 3 / CLKNQWD
In confrdence of birth: __L-L/___ (] mate —— k3S #2 /
= A i _ . _ 2 DoseiFrequency/Route used 3. Therapy dates (if unknown, give duration) ’
R (] Oor proaq BIron . iing caily /O ) M From To (or best estimatel |
1. Adverss event  and/or D Product problem (e.g., defects/matfunciicns) ! / ra 1o 7/127/1999 - ¢7/12/2C00 i
I
2. Outcomes attributed to adverse event ~575m /q [ / ) . , )
. Dral b _ -
(check all that apply) (] disabuty H 4 0 6 ~a #202/C1/2000 C7/12/2000 ‘
D death I:] congeni'al anoma y < Diagnosis for use (saoarae nacatuns wi comeass ¢ Event abated after use |
e Py required intenvention (9 prevent # Rheumatoid Arcnritis stopped or cose reduced |
Ife-threatening ermanent ImoairmenudaTage e 1]
? > 9 Pain #t [Jyes (o B
hospiai zaton - inua or prefonged D other:  ____ ___________ #2
doesnt
€. Lot # (if known) 7. Exp. date (if xnown) #2 yes D no DBDPF/ i
3 Date of 4. Date of 41 01 i
event 07/11/2000 this report 08/30/203C0 8. Event reappeared after !
{rr LYYy ) v adyyyy) reintroduction J
5 Describe event or problem #2 #2 4y — “ :
: . : - ; oesn |
76yof with rheumatoid arcthrit:is raceiving 3. NDC # 1or product probiers on ) —ves [Jno (15888
predriscne, Arava, Pércocet -one tab g4h - - 52 (yes [Jno gSSF”
2Ply

rn-, and Tylenol -850 m 1d prn-
{:durat icn Og use of ER P 10 Concomitant medical products and therapy dates (exciade Ueatment of ever?)
acetaminopihen-containing products is MEDICATIONS ON TRANSFER: Duragesic patch,
S0 mg every 72 nours; Calcium carbonate

unclear- was acm:itted from outsidz 1 £
hespital on 7/11/C0 after increasing 500 mg p.o. g. day:; Magnesium cxide 400

ccnfusicn, B? of 80/50, pcsitive mg

memocult, ammonia level of 85, AST of » . .
4500, ALT of 1019, bilirubin of 1.2, alk D. Suspect medical device
phos of 195, 2T greater than 22, aldumin 1. Brand name

of 2.8, and with a pulse-ox reading of

2. Type of device

§6%. Patient had nc prior history of

alcohol use or liver disease. Patient was TP o ——— {}G;E; - -

previded . supportive therapy and treated ' © & adcress Operator of device

with N-aceytlcyste-ne and Vitamin K. AST : A ] heatth professionar

improved to £2, ALT to 7€, alkaline . lls 3 1 2000 E%!wqumnml
aother

pncshatase to 102 by 7/16. Bilirubin
peaked at 2.4 and decreased to 1.C by

7/26/00. b
- 5 Expiraticn date
i AECE]
modelp 8 D lem N/ hem ] ) ED
6. Relevant tests/laboratory data. including dates | 7. if implanted, give dat
e i . . i lcatal -9 €
BP cf 80/50, positive hemocult, ammonia catalog# . AtjG~3—T—ZUUW~—— iy
level of 85, AST of > 4500. ALT of 1013, sedal# "7t

bilirubin of 1.2, alk phes of 195, PT MED W expianted give date
greater than 33, albumin of 2.8. znd with ot# ¥/ I]:Jﬁ_(;]itj e, {
b

1

a puise-ox read:ing cf 96%. Af

—ye-
~reatment and discontiration <f suspect ?t'% - -

drucs AST improved to 62, ALT -o 78, avice available for evaluation? 1Do not senc device to FDA)

alkaline phcéha:ase o 122 by 7186 0 ves U ro 0 returnea 1o manufacuwrer or. I i
Birlirubin peakad at 2.4 and decreased to 10 Concomitant medical products and therapy cales (exclude reazmen: of event: (

1.0 by 7/2€/0

7. Other relevant history, including preexisting med:cal conditions

(2., allerges race pregnancy. SMok(NC and alcchot use. hepaticrenal gysfunclen. etc.)
Past medical. history c<f rheumatcid

arthricis, history of ostecartrhritis

involving thne lursar up.ne, status

postdeccrrpressicn anc usion oI the _umkar

E. Reporter (see confidentiality section on back)
1  Name phone # 412 624-4937

tPeg Verrico. RFa

spine, history of JOPD. histcry cf Uriversity cf Pizusbu: gt Mediial Carter 7 [ oo ¢,
systemlic nypertension, status post richt Hall |
t.nral fraciure surgical nistory: Fittsburzh Peansylvania 1561 ;
arthroplastics of gocth kne2s and IRIF Unitea Staces AT en ;
J 2 Health professional? 3 Occupation 4 Also reported to !
yes D ne  Prarmracist D merulacturer i

:D Maitto: MzDWATCH ‘ - s

S60C F. <nore _- S If you do not want your identity disclosed to L— J5e7 Ak v

r Rocky .+ o ; . the manufacturer, place an “X" in this box. |v E 1t !

FDA Form 3500

C Ti~129229
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For VOLUNTARY reporting by health professionals of adverse events and product problems
Internet Submission - Page,b'pz o X

C10. Conconitant medical products and therapy dates continued

p.o. g.day; Predniscne 5 mg p.o. q. day; Paxil 40 mg p.o. g. day: Prinivil S mg p.o. a. day;
Zantac 150 mz p.o. q. day; Colace 1 p.o. b.1.d.

i

*3562

D10. Cocomitant medical products and therap

dates continued

DSS
AUB 3 1 700

Mait to: MEDWATCH
5600 Fishers Lane
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-0-00-01%

THE FDA MEDICAL PRODUCTS RE?(;RTING PROGRAM

*

Patient information

3. Sex
7
Ll female

—d

male

B. Adverse event or product problem
1. Adverse event and/or

D Product problem (e g, defects/malfunctions

Aventis Pharma. Inc.

2. Outcomes attributed to adverss svent —
(check all thal apply) __| disability

Edeam 03/01/2000 = L

a3y 1
D L_! required mtervention to prevent
life-threatening permanent impairment/damage

congenital anomaly

4 hospitalization - initial or prolonged |

]
|

L. | other:
3. Date of 4. Date of
ovent 03/22/2000 this report 03/27/2000
imaldayyrs (moday )

S. Describe event or problem

Event (Nature of Event) Dx Origin

(Dx) NEAR SYNCOPAL EPISODE Reporter

(Dx) SHOCK (FATAL) Reporter

(Dx) LIVER FAILURE Reporter

(Dx) PANCREATITIS Reporter

(Dx) INTERSTITIAL LUNG DISEASE Reporter
! (FATAL)

Narrative: This
postmarketing case from the US was received

Initial report:

from a physician and involves a female

patient of unknown age who was receiving
leflunomide (Arava) 100 mg orally daily
3 day loading dose then 20 mg orally daily

for rheumatoid arthritis from Dec-1999 to 01~
Mar-2000.
includes interstitial lung disease. No *

as a

Significant medical his tory

-

§. Relevant testsfaboratory data. including dates

|

i

Co—an Fain i Apprave by FOA an 327:54
RS L

Mt epa1
200010951HMRT
LF-Dest repot ¢ ——
Page 10f 2
FDA Use Drig

1. Namw (give labeled sirength & mfrrabeler i known)
LEFLUNOMIDE (ARAVA) Tablets

tal

m LEFLUNOMIDE (ARAVA) Table ts
2. Dose, frequency & route used

o -
3. Therapy dates iif unknown, g ve duraton) 1
L

oMo of Deu esim

#t 100 MG QD PO PO
#2 20 MG QD PO w2 _f
[ 4. Diagnosis for use (indizat onj 5. Event abated afer use stoppéd
#  RHEUMATOID ARTHRITIS | Ordase reduced
e —_— = e I &t yes. nro  coesrt
Fn RHEUMATOID ARTHRITIS ‘ appyy
2
6. Lot # (if known) I 7. Exp. date (f known) yes ne doesr
: | — — . 3ppY
#  UNK f " 8. Event reappeared after
T e [ reintroduction '
UNK .
i | #2 # ves no doesr |
9. NDC # - for product problems oriy (f known) apply
# 0 # =2 yes no . doesrt

! ._azoly

: 10. Concomitant medical products and t~erapy dales exciude treatrent of even:, ,

’NO CONCOMITANT DRUG GIVEN I
|

G. All manufacturers
| 1. Contact office - name/address (& mfring sie for devices

| 2. Phone number

'Aventis Pharma, Inc. ' (816)966-5000

10236 Marion Park Drive T B T 1
: i . 3. Report source |
| Kansas City, MO ' icheck all thal apply: |

64137 foreign

| study i
! . Iterature
(3 ! . |
MAR 2, 9 2000 ; consumer !
. ' 1
) . neal*h !
4. Date recefved by manufacturer ‘ s, ﬁ; professional J
e | (A)NDA #_20-905 { user faciity
03/16/2000 i ‘
IND# ) Zompany
— 4 representative
. 6. If IND, protocol # PLA® __ o ‘
' ! dIstr butor
: cre-1938 yes i stne”
17 Type of report oTC !
(check ail thal agpt
J - Py product yes ’

8. Adverse event terrys)

ﬂ
!
. S-day : f 15-day
12-0ay < periocic
; ’ Intial 7 ‘, follcw-up #
9. Mfr. report number
|
I
|

| DIZZINESS, SHOCK, LIVER FAILURE
| PANCREATITIS, INTERSTITIAL
L ! PNEUMONTA
l 7. Other relevant history, inciuding preexisting medical conditions e 3 . atergies. race pregnancy
; smoking ana aicohol use nepatic/renal aysfunction efc )
200010951HMRI !
I :
i i
' INTERSTITIAL LUNG DISEASE aas
il E. Initial reporter
SS ; 1 Name, address & phone #
|
! | |MITCHELL FEINMAN MD
AﬁQf? | 11737 vILLAGE PARK DRIVE
3 0 2000 | | ORANGEBURG, SC 25118
I UNITED STATES 803-539-2224
o ; . . - [ . - ——
Submission of a report does not constitute an T Tiealth professional? Ty Secupanon PR

admission that medical personnel, user facility,
distributor, manufacturer or product caused or

coptributed Fo the event,
* ltem completed on continuation pages

FDA

Jomar Facgmaoe of
€Ra € cAns

sent report to FOA
yes nc
jes no uk




{

' CLIiviUual doTeLy nepul L

*34 wum-o -0l

Aventis Pharma, Inc.

A 1. Fanent loentifier G.9. Mfr. report number - T
77 2 5
MED WATCH 00010951HMRI
} Page 2 of 2
! SN =
8.5. Describe evert or problem
Dorelevant sonromitant med e ~2 - m.ationed In Mar-2000, the patient presented to the

[continua-:-n

emergency room with a near syncopal episode and shock NOS.

pancreatitis, and interstitial lung disease, and subsequently died on 01-Mar-2000. Arava was discontinued upon

The patient was hospitalized with liver failure,

hospitalization, but the patient did not undergo a washout.
Additional information has been requested and will be forwarded upon receipt.

Reporter's assessment of causal relationship:

Cannot be excluded.

Event Serious Daechal Rechal
(Dx) NEAR SYNCOPAL EPISODE YES UNK NA
(Dx) SHOCK (FATAL) YES UNK NA

(Dx) LIVER FAILURE YES UNK NA
(Dx) PANCREATITIS YES UNK NA
(Dx) INTERSTITIAL LUNG DISEASE YES UNK NA
{FATAL)

C.3. Therapy dates (If Lnknown give duration) {mo/day/yr) (Suspect #1)
12/7?/1999 to 12/27/1999 Duration: 3 days

C.3. Therapy dates (if unknown. grve duration) (mo/day/yr) (Suspect #2)

12/22/1999 to 03/77/2000 Duration: 3 months

AR 3 2009

Rpt.Causality
Possible
Possible
Possible
Possible
Possible

Alternative Explanation

MAR 29 2000
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Duman Facsmie Apxoved oy * DA on 3/2219¢

Hoechst Muarion Roussel, Inc. i 1epont § ]

11101V I S&Y §1
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4. Weight
lbs

or
kgs

Page 10of 2

199922130HMRI h

]

JFiDisi repod &

i
FDA Use Oniy

C. “Suspect medication(s) '

1. Name (give labeled strength & mir.abee. if known,
LEFLUNOMIDE (ARAVA) Tablets

- T !

"

- |

[ Product problem (e g.. defectsimalfunctions)

12. Ovtcomes altributed to adverse event -
' (checi alt that apply) ___] disability
— -
" death - . — congenital anomaly
= i required intervention to prevent
2 life-threalening permanent impaiment/damage
_ hospitalization - initial or prolonged j other: *
3. Date of 4. Date of
event this report 12/15/1999
- ey o oY)

5. Describe svent of problem ,

Event (Nature of E'vent) Dx Origin
(Dx) HEPATIC FAILURE

(Sx) JAUNDICE

(Sx) ELEVATED BILIRUBIN NOS
(Sx) ELEVATED ALKALINE
PHOSPHATASE
VASCULITIS

Reporter

) {Dx) Reporter

Narrative: This US spontaneocus postmarketing
case reported by a pharmacy intern involves a
patient (age and gender not provided) who was
receiving ARAVA (leflunomide) .
indication, and therapy dates were not

On an unspecified date, the

Dosage,

provided.
patient experienced an elevated bilirubin
NOS, jaundice, elevated alkaline phosphatase

NOS, and vasculitis. Outcome is unknown. *

6. Relevant testsflaboratory data, inctuding dates

|
7. Other rebevant history, including preexisting medical conditions (e g . allerqies, race pregnancy ]
smoking and aicoho! use, hepatic/renal dysfunction, etc |

NO MENTION OF RELEVANT DISEASE

Submission of a report does not constitute an
admission that medical personnel, user facility,
distributor, manufacturer or product caused or

coptributed t the ev
em completed on con muanon pages

FDA

Oaman facumie of
€04 Camm 180NS

2. Dose, frequency & route used 3 Therapy dahsinl unknown, give curaticn)

o fof Dot s,

# ' F 3l H
w2 ‘ 2 J
4. Dagnosis for use (indication) 5. Event abated after use stoppm
do
#  UNKNOWN or dose reduced
—— - - —— == ¥ yes _ nog Jdoesn!
o T o _apply
6. Lot# (f known) 7. Exp. date (f known) L ovyes nol_ coesnt
apply
" UNK 2 8. Event reappeared after
e e = — - — - - - reintroduction
- —
" odd # -  yes  no . doesnt
9. NDC # - tor proguct proplers ¢y uf <nown} L . apply |
" n ® i yes ' no__ doesnt 1
apply_ |

| 10. Concomitant medical products and tnefapy dates (exclude treatment of event;

UNKNOWN DRUG (UNKNOWN DRUG)

G. All manufacturers

1. Contact office - namefaddress (8 mfring site for dewices) 2. Phone number
Hoechst Marion Roussel, Inc. (B16)966-5000
10236 Marion Park Drive : PRy — —
. e e
‘ Kansas City, MO s (sheck all that azpw)
64137 * foreign
I'\"C 2 0 _ sludy 1
- {
. _| literature |
. _! consumer !
. [ -, health
4. Date received by manufacturer {5. - professional ‘
o/ {A)NDA # 20-905 " user (acility |
' 12/09/1999 : -
IND# . company
representative
6. ¥ ND, protocol # 1 PLAR _ §—
— {___ distributor 1
pre-1938 ', | yes ‘ } other |
7. Type of report orc o N
! check all that apply |
M( PPYY} 1 product —.yes
S-day [ 15gay e
L X 8. Adverse event terny(s)
(.. 10day _, penadic | LIVER FAILURE, JAUNDICE,
L fanal !
e Initial | follow-up #.. - | BILIRUBINEMIA, ALKALINE
J PHOSPHATASE INCREASED, VASCULITIS

| PITT COUNTY MEMORIAL

|
["2 Heatth professional?

9. MFr. report number

1999221 30HMRI

E. Initial reporter
1. Name, address & phone #

JENNIFER SMITH
HOSPITAL
DEC 1793

PO BOX 6020
GREENVILLE, NC 27835 *

3. Occupaton ' 4. \nttial reporter arso
sent report to FDA

PLE



UII-

1nadViddd" Sd, &

llll’ chst Marion Roussel, Inc.

diAmnGiin

£ 1. FauRnt MENUE] .w.9. M. report number

. '[ED WATCH 199922130HMRI

Page 2 of 2

8.2. Other oukcome

medically important

B.5. Describe event or probiem

[continuation:] Relevant medical history and relevant concomitant medications were not provided.

Reporter's assessment of causal relationship: Not provided.

Addendum 09-Dec-1999: A physician reported the diagnosis of hepatic failure. No other information was received.
Reporter's assessment of causal relationship: Not provided.

Reporter assessment of the causal relationship between the adverse event and suspect drug:

{_] Possible {_] Unlikely [ ] Unrelated

[(_] Insufficient Data '

If unlikely/unrelated, provide alternative explanation:
[..] Illness [_) Concom:itant Drug [_] Other

E.1. Name, address & phone #
{continuation:) UNITED STATES 252-816-4257

0EC 171999
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\’ Facumi Agproved oy FDA on 1,22/94
I ndivi dual Sdf Ot Aventis Pharmaceuticals, Inc.

oy
20021480SUs
MEDICAT M Page 1 of 4 Foueom |

THE m'A MED[CAL monucrs nr_pomua PROGRAM

C. Suspect medication(s

. Patie 0 atio
1. Patient identifier 2. Age st time J. Sex 4. Welght 1. Name (give labeled sength & mfriabeler, ¥ known) |
of event: .
AG ot 55 yxs [ temate lbs | |#  LEFLUNOMIDE (ARAVA) Tablets ‘
or f
in confidence g‘sm UNK & mate kgs | ([# LEPLUNOMIDE (ARAVA) Tablets f
B. Adverse event or prod nroble 2. Doss, frequency & route used kS mE!g?(nlunkmn give duration)
. 20 MG QD PO "
1 @ Adverse avent and/or C] Product problem (e.g., defects/malfunctions) s e ‘1 - L
2 O ttributed to ach event - . : |
{check all that apply) (] disabiity o __ #2 Duration: 3 days
7] deatn (L] congenital anomaly 4. Diagnosls for use (indication) 8. s:;:!a :t:::;: c:ndar use stoppod‘i
0 Imotdarry) required intervention to prevent #1  SCLERODERMA w7 s nol }
life-threatening permanent impaiment/damage ye nolX] doesn't }
" — — ___3pply
X hospitatization - initial or prolonged | other: #2__ SCLERODERMA w2l ves| J nol< doesnt |
6. Lot # (if known) 7. Exp. date {if known) 1 3pply J
3. Date of 4. Date of
event 04/27/2002 this report 05/22/2002 !'.M_E‘x L & i’;:ﬂi::&?::’“"‘"
(mostaytyr) (maxtayiyr) | ctio ) ;
S. Describe event or problam , il % [ [ yes [ nol<] doesnt !
9. NOC ¥ - for product problems only (if known) apply I
’ [l ]
Event (Nature of Event) Dx Origin * » l#  yes[ | nolX doelsn't !
. 3pply |
(Dx) ACUTE HEPATOCELLULAR INJURY Reporter 10. Concomitant medica! products and therapy dates (exclude treatment of svent)
(Sx) ELEVATED AST (IN VERAPAMIL Unknown to 04/27/2002

1000'S--PEAK 6000)
(Sx) ELEVATED ALT (IN

1000'S--PEAK 6000)
(8x) ELEVATED TOTAL BILIRUBIN G. All manufacturers

(PEAK--9) 1. Contact office - name/address (& miring aite for devices)

(Sx) BILIRUBIN INCREASED TO 22 Aventis Pharmaceuticals, Inc.
(Sx) INR-~-3.1 300 Somerset Corporate Blvd.

(Sx) CHEMICAL HEPATITIS Bridgewater, NJ

2. Phone number
(908)243-6000

1
h

3. Report source ﬁ
{check alt that apply)

(Dx) INTERSTITIAL PNEUMONITIS Reporter 08807-2854 | L foreign |
SECONDARY TO SCLERODERMA LE—]] study |
(Sx) PRODUCTIVE COUGH WITH SOME ! s literature
HEMOPTYSIS ___4 consumer
(8x) DRY COUGH Py T oy - ;:;gi;s[onal ‘
. U manufacturer
(Sx) PULMONARY FIBROSIS ats receiy u  NoAs 20-305 _! et ‘
(5x) INTERSTITIAL INFILTRATES bl 05/09/2002 ND 8 f C company !
- " representati '
8. Relevant testsAaboratory data, induding dates & HIND, protocor # BLA # ? 'pre entative i
E distnbutor |
pre-1938 | yes | L other: J
| 7 Typa of repont oTe I
i - (check all that apply) product D yes
| {_ 5-day @ 15-day “
! — [ 8. Adverse avent termy(s)
; L 10-gay (] perioatc HEPATOCELLULAR DAMAGE, ASPARTATE
X initat | follow-up#____ AMINOTRANSFERASE INCREASED,

| r JALANINE AMINOTRANSFERASE
! INCREASED, BLOOD BILIRUBIN

7. Other relevant history, including preexisting medicat conditions (e.g., allergies, raca, pragnancy.! | S. Mfr. report number
smoking and alcohol use, hepauc/renal dysfunction, etc.)
‘ p ’ !200214805U5 ‘ INCREASED, BLOOD BILIRUBIN +
; i .
| QUESTIONABLE COLLAGEN DISORDER, NO XKNOWN ‘ Initial reporter
DRUG ALLERGIES, ALCOHOL USE, alcohol use | 1. Name, address & arome 8
HYPERTENSION GUILLERMO GUZMAN MD D‘Q Q |
‘r | 7502 GREENVILLE AVE ’
Y 2 4 2007 lsu:'rz 450 U !
WA IDALLAS, TX 75231 + MAY 2 8 2007
_— o
Submission of a report does not consmute-?n '2. Health professional? i 3. Occupatlon 4. Initiai reporter aiso
F DA admission that medical personnel, user facility, < — ; sent report to FDA
distributor, manufacturer or product caused or “e¥eS . — M pheumatology yus no Uik

chtnbuted

Jomain Facsrmdu of em compfexe on conf inuation pages.

N4 Knem 10WNL




Individual Safety Re

ort
'ullw Mwmm MI MIW Aventis Pharmaceuticals, Inc.
$3923095-3-00-02+ |

’ MED WATCH AG 200214805U8

A.1. Patient identifier G.9. Mfr. report number -

B.5. Describa event or problem

[continuation:]
(Dx) RIGHT-SIDED HEART FAILURE Reporter
(6x) DILATED CARDIOMYOPATHY
(Sx) ALTERED MENTAl STATUS
{Sx) DECREASED EJECTION
FRACTION ( 10%)
{Sx) CORONARY PLAQUES
(Dx) HEPATIC CONGESTION Reporter
SECONDARY TO R-SIDED HEART
FAILURE
(Sx) TOTAL BILIRUBIN ( 26MG/DL)
(Sx) INCREASED TRANSAMINASES IN
300's
(sx) INCREASED PT/INR

Narrative: Initial report 09-May-2002: This postmarketing case was reported by 2 different theumatologists
(prescribing physician and treating physician) via a sales representative. It involves a 55-year-old male patient
receiving leflunomide 20mg daily since Feb 01 for scleroderma. He was given a loading dose of 100mg a day x 3 days.
He consumed 1-2 alcoholic drinks/day while receiving Arava, as per the patient's wifa. Concomitant medications
include Verapamil, which was changed to Atenolol upon admission te the hospital on 27-Apr-2002. 1In Peb 2002, the
patient started to experience dry cough which he was not treated for. In April 2002, 3 weeks prior to his admission
to the hospital, he started to experience productive cough with hemoptysis. He was not treated for this event aQ
6ll. On 27-Apr-02, he was advised to go to the ER by the prescribing physician because the patient complained of a
mild respiratory infection. In the ER, CXR revealed possible pneumonia, and he was admitted to the hospital. At
this time, his LFT's were elevated (ALT and AST were both in 200's). Arava was discontinued. He was started on
Levaquin (levofloxacin) 500mg PO once a day x 7 days. His respiratory condition progresaively worasened. He had a
complete work-up with ID, pulmonology, and GI consults {(nos). His TB test was negative (patient travels). The
results of the cultures are pending. Four days after the admission, patient was reported to be in liver failure with
AST and ALT in the thousands with the peak of 6000, total bilirubin of 9 (peak), and INR of 3.1. On 01-May-2002,
Arava washout procedure was started with cholestyramine 3 grams TID. He was seen by a Gastroenterologist who
diagnosed him with chemical hepatitis secondary to Arava. Patient started to improve, and he was digcharged home on
08-May-2002. He was diacharged on Prednisone 60 ng once a day for the diagnoais of interstitial pnsumonitis
secondary to sclercderma. The treating physician reported that the patient recovered and not in liver failure as of
08-May-2002. As per the prescribing physician, patient's baseline LFT's were normal. He had regular LFT's (~every
2 months) performed, which were all normal. His laat LPT's waa 1-2 months prior to the hospital admission (normal) .

Additional information from 13-May-2002 from tha sales representative indicated the patient had leflunomide “washed
out of his system* (NOS). The patient just left the hospital a couple of days ago.
Additional information from 14-May-2002: The patient's physician indicated the patient was discharged from the
hospital on Thuraday, 09-May-2002 with a bilirubin of 6.7. He was readmitted yesterday on 13-May-2002 with altered
mental status and an aelavated bilirubin of 22. The physician’s causal assessment of the relationship between the
suspected liver failure and Arava is related.
Additional information was received on 16-May-2002: According to the reporting rheumatologist, the patient has pure
acleroderma, not rheumatoid arthritis. In the first hospital admission, the LFT's increased with maximum value of
the ALT and AST in the 6000'as (units not provided) . The total bilirubin reached a maximum value of 9 mg/dl. A
cholestyramine washout was done at 3 grams TID for a total of 13 days. During the hospitalization, the patient was
diagnosed with interstitial lung disease, which was agsessed to be compatible with Scleroderma Lung. The cheat CT
scan showed pulmonary fibrosis with interatitial infiltrates. At the time of his discharge from the first
hospitalization, the patient's total bilirubin was 6.7 mg/dl and the transaminases were in the 300's. The patient's
discharge medications included Prevacid, Atenolol and Predniaocne.
At the time of the second hospital admission, the patient presented with alterad mental status, and lab tests showed
transaminases in the 300'm and a total bilirubin of 26 mg/dl. The patient was found to be in right-gided heart
ailure. An echocardiogram was done, and it showed dilated cardiomyopathy with ejection fraction of I
consultant evaluated the patient and amsessed the increased bilirubin level to be secondary to right-8 dga'giart *

MAY 2 4 2002 MAY 2 8 200?




Individual Safety Report
[
DVRTAMEMETRER e s
+3923098-3-00-03+

[ A1, Patient identifier G.9. Mir. report number
AG 200214805U8

| MED WaTCH |

B.3. Describe event or problem

{copr.nuation .} failure. The GI :onsultant ril:i ou: the diagnosis of liver failure; according to the GI apecialist,

the patient was not in liver failure. The GI conaultant assessed that the abnormal liver function tests were
associated with hepatic congestion secondary to right-sided heart tailure, possible alcoholic liver disease and
possible drug-induced hepatitis. It was revealed that the patient had a significant hiatory of alcohol use. The
etiology for the right-sided CHF has not been clearly established to date. It may be associated with the patient’'s
pulmonary condition, the acleroderma lung. Also, the cardiomyopathy may be associated with the alcohol use.
Furthermore, the high-resolution chest CT scan revealad plaques in the coronary arteries, suggestive of corenary
artery diseass. According to the GI consult, the possible drug-induced hepatitis appears to be associated with
Arava therapy, not Levagquin., Liver biopsy was not done due to elevated PT and INR.

According to the rheumatologist, tha patient has pure scleroderma; there is no clinical evidence of rheumatoid
arthritis. He does not believe the hepatitis to be autoimmuna in nature. In terma of his current status, the
patient is improving. The,patient has recently been transferraed out of the ICU. The patient's mental status and the
LFT'a, including PT/INR, are also improving.

Event S8erious Dachal Rechal Rpt.Causality Alternative Explanation

{Dx) ACUTE HEPATOCELLULAR INJURY YES NA NA Probable other known or suspected cause
(8x) ELEVATED AST (IN 1000'S-~-PEAK

6000)

(8x) ELERVATED ALT (IN 1000'S--PEAK

6000)

(8x) ELEVATED TOTAL BILIRUBIN

(PEAK--9)

(Sx) BILIRUBIN INCREASED TO 22

(8x) INR--3.1

(8x) CHEMICAL HEPATITIS

(Dx) INTERSTITIAL PNEUMONITIS YES NA Na underlying/concomitant illneas
SECONDARY TO SCLERCDERMA

(Sx) PRODUCTIVE COUGH WITH SOME

HEMOPTYSIS

(Sx) DRY COUGH

(Sx) PULMONARY FIBROSIS

(8x) INTERSTITIAL INFILTRATES

(Dx) RI7JIT-SIDED HEART FAILURE YES NA NA underlying/concomitant illness
(Sx) DILATED CARDIOMYOPATHY

(Sx) ALTERED MENTAL STATUS

(Sx) DECREASED EJECTION FRACTION (

10%)
(Sx) CORONARY PLAQUES
(Dx) HEPATIC CONGESTION SECONDARY YES NA NA underly:ing,/concomitant Lllness

TO R-SIDED HEART FAILURE

(Sx) TOTAL BILIRUBIN ( 26MG/DL)
(Sx) INCREASED TRANSAMINASES IN
300's

Sx) INCREASED PT/INR DS S

MAY 2 & (Ulc MAY 2 8 2007




l Aventis Pharmaceuticals, Inc.

Individual Safety R r”t
*3923099-3-00- S

i

A1, Patient Identifier G.9. M. report number -

’ MED WATCH AG 20021480503 _

C.3. Therapy dates (if unknown, give duration) (mo/dayfyr) (Suspect #1) -
02/2?7/2001 to 04/27/2002 Duration: 1 year 2 months

C.2. Dose, frequency & routs used (Suspect ¥2)
100 (LOADING DOSE) MG QD PO

G.8. Adverss event termy(s)

[continuation:] INCREASED, INTERNATIONAL NORMALISED RATIO INCREASED, HEPATITIS NOS, PNEUMONITIS NOS, HAEMOPTYSIS,
COUGH, PULMONARY FIBROSIS, LUNG INFILTRATION NOS, CARDIAC FAILURE CONGESTIVE, CONGESTIVE (DILATED) CARDIOMYOPATHY,
MENTAL STATUS CHANGES, EJECTION FRACTION DECREASED, CORONARY ARTERY DISEASE NOS, HEPATIC CONGESTION, BLOOD BILIRUBIN
INCREASED, TRANSAMINASE NOS INCREASED, PROTHROMBIN TIME PROLONGED

E.1. Name, address & phone # 4
[continuation:] UNITED STATES 214-691-3393

MAY 2 4 200¢ DSS

MAY 28 2002

<
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Y117 Vv YLy X ~~/xa - -
THE FDA MEDICAL PRODUCTS REPORTING PROGRAM

A. Patient information
2. Age at time

of event:
or

Date

of birth:

B. Adverse event or product problem

49 yrs

CL

in confidence 10/12/1982

. Approved by FDA on 3r22/94
N Domain Fscaimie
entis Pharmaceuticals, Inc. rapori ¥
200215633Us
E‘Wr‘mﬂl

Page 1016

L

pect medication(s)
1. Name (give labeled strength & mfrAabeler, if known)

LEFLUNONIDE (ARAVA) Tablets

2]

w” INFLIXIMAB (REMICADE)
2. Dose, frequency & route used

I
give duration)

d lhorapy dates (if unknown,

om0 (or best sctmaie)
1 M Adverse avent and/or D Product problem (e.g., defacts/malfunctions) '3_.-..3.9_.).‘6_._0_1) P_o__. —— | n e fl
2, Outcomes stiributed to adverse event — | H
( all that apply) ._] disabiity 7] QW PO [#2 Unknown to 05/20/2002 |
D death ij congenital anomaly 4. Diagnosis for use (indication) 5. srv;:ts:b;dh:c:f;.r use stopped!
5 oo (] required intervention to prevent #1  RHEUMATOID ARTHRITIS #1 [ yes T no[¥)
life-threatening parmanent impairment/damage T ‘ S yesl_ino doesnt !
& hospitalization - initial or prolonged D othar: "” RHEUMATOID ARTHRITIS ,2 D U L] 4
- 6. Lot (if known) ’7. Exp. date (i known) yesLno °°s"t !
3. Dateof 4. Date of
2l UNK N 2l | 8. Event reappeared aﬂor
‘cv.nl [!hllrvp)oﬂ 08/01/2002 —’ j e e
5. Devcribe evert or problem . i g [ U yes[ ) nolX doesnt |
9. NDC # - for product probiems only (if known) pply_ I
Event (Nature of Event) Dx Origin n 2 #2 [ yes|_ no[_ dossnt |
apply
(Dx) ACUTE HEPATITIS Reporter 10. Concomitart medical products and therapy dates (exciude traatment of event) 4
(Dx) PFULMINANT LIVER FAILURE Reporter FOLATE SODIUM !
(Sx) NAUSEA PREDNIBONE Unknown to 05/20/2002 :
(Sx) VOMITING CALCIUN !
(Sx) INCREASED ALT (1500. 6000,
2400) All manufacturers
(Sx) INCREASED AST (1000, 6000, 1. Contact office - name/address (& miring site for devices) 2. Phone number ]
2000) Aventis Pharmaceuticals, Inc. (908)243-6000 !
(Sx) INCREASED INR (4.3 , 2.4, 300 Somerset Corporate Blvd. 3 Report souce
6.5) Bridgewater, NJ (check all that apply)
(Sx) WEAKNESS °5°°7'28§4 1] foreign
(Sx) PATIGUR U stuay
(Sx) CONFUSION L terature
(Sx) ENCEPHALOPATHY 5 consumer
health
(Sx) BODY PAIN [ 4 Date received by manufacturer Ts. professionat
(Sx) CHEST PAIN | ™ inaiar (ANDA # _20-505 1 user facilly
(Sx) CHILLS | 07/24/2002 | o } company [
6. Relevant testslaboratory data, including dates L; 1 IND, protocor F PLA # ( _ representative ‘
1 I___ distributor
| pre-1938 (J yes , L] other:
7. Type of report ore !

Dyes I

i
L product

! (check all that apply)
5-da 15-da
D Y @ y 8. Adverse event temns)

O 10-gay (] periodic | HEPATITIS ACUTE, HEPATIC FAILURE,
T nitiat 3 follow-up # 1 ‘musn VOMITING NOS, ALANINE

1

7. Other relevent history, including preexisting medical conditions (e
smoking and aicohol use, hepatic/renal dysfunction. elc. )

PPD POSITIVE, NO KNOWN DRUG ALLERGIES,
nicotine use
RHEUMATOID ARTHRITIS, HYPERTENSION,
HERNIATED DISK, QUESTIONABLE HEPATITIS B,
BORDERLINE ELEVATED LIVER FUNCTION TESTS,
DEPRFSB8ION, ANXIETY +*

|
i
|
f
|
i

g., allergies, race, pregnancy,

AMINOTRANSFERASE INCREASED,
9. Mfr. report number { ASPARTATE AMINOTRANSFERASE
! INCREASED, INTERNATIONAL *

200215633vUs

E. Initial reporter
1. Name, address & phone #
ABLE TIELLO MD
420 DELAWARE BE

| | MINNEAPOLIS, MN 55455
} JUNITED STATES 612-386-1616

DSS

AUG 06 2002

Submission of a report does not constitute an
admission that medical personnel, user facility,
distributor, manufacturer or product caused or

i t .
cPRé’f"r\bgé%,pfgtegeo%vgonntﬁnuat»on pages.

FDA

Domawn Facaimie of
FOA Farm \aNa

I 4, Inltiat rcponar also
sant report to FDA

AUGD 2. 2002, =

8
['2. Hoath professional? [ 3. Occupation

X yes

_Jno




A CA & .-
|
\ il u . Approved by FDA on 322754
! ' ventis Pharmaceuticals, Inc. —t
15633UB
*39659092-6~ * T
- - . . . - _ L/ Dt regort #
LYIEIZ_Y_YBM
THE FDA MEDICAL PRODUCTS REPORTING PROGRAM Page 20l6 FDA Use Onty
A. Patie ormatio C. Suspect medication(s
1. Patient identifier | 2 cA‘qoam 3. Sex 4. Weight 1. Nama (give labeiad strength & mit/labeler, If known)
svent: '
cL o (] temae s | %  MBTHOTREXATE B |
= — |
in confidence of birth: D male kgs | (#4  METHOTREXATR
M I
B Ad o o Or prod nroble 2 Dose, frequency & route used 3. Th'flpy dl(n (nfmknown grve duration) i
. 7.5 MG QW
1 D Adverse event and/or D Product problem (e.g., defects/malfunctions) n @ - 9..~.Unm°m to 04/08/2002 ’
2, Qutcomes attributed to adverse event - :
(check st that appiy) [J gisaviity M S MG oW __ H_t
D d congenital anomaly 4. Diagnosls for use (indication) |'s. Event abated after use stopped.
eath oo ID ARTHRITI or dose reduced
morseyiye) required intervention to prevent #3  RHEUMATO TIs 0 yes( 0 ‘
[ life-theeataning permanent impairment/damage T T - yesLIno :oesm
(] hospitalization - initiai or profonged | ] other: #  RHEUMATOID ARTHRITIS 9 o i &oesm
8. Lot # (1 known) 7. Exp. date (f known) anely J
3. Date of 4. Date of n # { 8. Event reappeared after
event this report a—— e o - — refntroduction
(makdayhr) (mordeyiy) g
5. Describe event or problem . uad 1 # n [: yesL_Jj no__ doesn't ,
9. NDC #- for product problems only {if known) appiy J
, L] “ o) [_] yesD noD doesn't |
apply !

€. Relevent testsAsborstory data, incdluding dales

l 7. Other relevant history, including preexisting medicai conditions (e. Q.. allergies, race, pregnancy,
smoking and alcohol use, hepatic/ranal dystunction, etc.)

Submission of a report does not constitute an
admission that medical personnel, user faciiity,
distributor, manufacturer or product caused or
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10. Concomitant medical products and therapy dales (exciude treatment of event)

|
|

G. All manufacturers
1. Contact office « name/address (& mfring site for devicas)

i
3. Report source f
(check 3l that apply)
D foreign
[: sludy
D literature
:} consumer f
[ heatn
o ooy po- Y professional 1'
imo/deyyn (AINDA # — j user facility !
IND # ! ] company |
representative I
6. NIND, piotocol # PLA # [ !
. distributor
pre-1938 D yes ___ other:
7. Type of report oTeC — |
{check ait that apply) L yes ’

j 5-day :} 15-day
] to-day (_] periodic

I initial ] follow-up #ome —

1
1‘ product
I 8. Adverse event tem(s)

|
9. Mfr. report number ]
E. Initial reporter
1. Name, address & phone #

DSS
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A. Patient information

1. Name (give labeled strength & mfrAabeler, if known}
D female #s  ISONIAZID
#6
Dose, & route used dates (f unknown, gi ;
B. Adverse event or product problem % Dose, frequency & route u 3. Therapy dates (f unknown, give duraton)
1 [:] Adverse event and/or D Product problem (e.g., defects/malfunctions) i bl .
2, Out d to ady avent
(check all that appy) (] disabitty 1 " — *
D doath D congenital anomaly 4. Diagnosis for use (indication) ' S. s::gt“nbr:::d after use l(opped‘
(wesmy) (7 required i . #s PPD POSITIVE '
equired intervention o prevent
O ife-threatening permanent impairment/damage J s yesD nolJ gg:fym
[— hospitalization - initial or prolonged D other: ad ”®
—_— J 6. Lot # (¢ known) J' 7. Exp. date (f known) Ly yes U "°—j doe'sm
. Date of 4. Date of
this . 8 ' E L] 8. Evf-nt reappeared after ;
(madayiyr) [moidayiyr} b 9 — —
5. Deacribe evert or problem , had | k& #5 [ 1 yes nol_ doesnt
8. NDC # - for product problems only (if known) N apply
' 5 ” #6 [ Jyes[ ol | doesn't ‘
—8pply_ |
10. Concomitant medical products and {herapy dates (exclude Lreatment of svent) ’
G. All manufacturers
1. Coract office - name/address (& mfring site for devices) 2. Phone number
|
3. Report source
(check all that apply)
__J foreign
L_] study
D literature
[__]J consumer
D health )
4 Date od by manufacturer y —[ professional
(o) (ANOA® | ] user facility
IND # L company o
6. Relevant testsAaboratory data, including dales & HIND, protocal ¥ LAY representative |
E distributor
‘ — —
| pre-1938 [ __ yes [._ other: ;
7. Type of report ; oTC .
|
{check alf that apply) | product ] yes ’ }
5-da 15-da : ‘ |
Cisasy [ Y 8. Adverse event term(s) |
(3 10-day [J periodic |
D Initiai D follow-up#____ :
7. Other relevant history, Including preexi conditions (e.g., allergies, race, pregnancy.| | 9. Mfr. report number | ,[
smoking and aicohol use, hepatic/renal dyduncﬂon olc.) ! | |
: |
E. Initial reporter
1. Name, sddress & phone # D S S .

i | :
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A1, Patient identifler G.9. Mfr. report number

’ MED WATCH cL 200215633U8 oo

B.S. Describe event or probiem
[contintcation:]

(Sx) COUGH

(Sx) DARX COLORED URINE
(Sx) OBTUNDED

(8x) ABDOMIRAL PAIN
(8x) LOS8 OF AFPETITE
(Sx) SICKNESS

(Sx) JAUNDICE

(Dx) HYPOPHOSPHATEMIA Reporter
(Dx) NEW LUNG LESION ON CHEST Reporter
X-RAY
(8x) SMALL BILATERAL PLEURAL
EFFUSIONS

v

Narrative: Initial report: This epontaneous postmarketing case, received from a physician, involves a 4% year old
Vietnamess male who initiated therapy with Arava {leflunomide) 20mg daily in early Apr-2002 for rheumatoid
arthritis. It is not indicated if the patient received the loading dose of leflunomide. Leflunomide, methotrexate,
Remicade (infliximab) and prednisone were discontinued on 20-May-2002 following his presgentation to a clinic with
jaundice. He did not undergo the cholestyramine washout. The patient had approximately 6 weeks of leflunomide
therapy before it was discontinued. A chest x-ray done on 21-May-2002 revealed right upper lobe pleural thickening
with possible parenchymal involvement, possibly a re-activation of tuberculosis. A previous chest x-ray done in

‘P-~2001 was normal. On 22-May-2002 the patient presented to a local hospital with a one-week history of nausea and

miting, generalized body pain, chest pain, fever, chills, cough, weak, tired, dark colored urine, abdominal pain,
warked loss of appetite and sickneas. He denied diarrhea and skin itching. On 22-May-2002 his ALT was 1841, AST
wam 1502, bilirunin was 1.4, BUN was 27, creatinine was 1.4, sodium waa 134, potassium waas 4.2, chloride was 99, CO2
was 27, anion gap was B8, hemoglobin was 16.6, and white count was 5.5. Urinalysis wae positive for bilirubin,
otherwise normal. Over the naext 4 days the transaminases peaksd around 6000 with an INR of 4.3. On 28-May-2002 the
patient was transferred to another hospital. At that time his INR was 2.4, ALT was 2000 and AST was 2400. On 30-
May-2002 the patient's INR peaked at 6.5. The patient underwent liver transplantation on 01-Jun-2002 and is
currently recovering in the intensive care unit in stable condition. A renal ultrasound was done which was normal.
No liver biopsy was done prior to the tranaplant. An abdominal ultrasound was done on 29-May-2002 which revealed the
following: gallbladder appears 11l defined with thickened walls with the suggestion of fluid within the wallas, thesge
changes may represent changes from hepatitis although cholecystitis cannot be excluded, liver is normal in
echogenicity, (which can occur in the setting of hepatitis), unremarkable Doppler examination of the liver, small
bilateral pleural effusions, and small amount of free fluid in the abdomen. The anatomic pathology of the liver and
gallbladder revealed submassive necrosis of the liver and mild mucosal iachemic changes of the gallbladder. Section
of the liver showed a proliferation of the bile ductules with small foci of hepatocytes with regenerative changes.
These changes are consistent with a toxiec insult. The following labs were provided:

$/28  5/29 5/30  5/31 6/1 §/2 6/3 §/4 6/5

ALT 2495 2685 1896  1294,518 596 560 468 448 287

Alk phos 189 256 186 163 137 12 35 110 88

direct bili 0.2 0.5 0.3 0.3 0.2

total bili 11.0 14.4 13.2 13.8,7.4 3.0 1.2 0.5 1.0 0.9

CMV 1gG Ab 123 DSS

EB, IgG 4.56

Hgb 11.4 12.0  10.5,59.1, 14.6,14.4, 13.3 13.2  14.6 13.5 AUG 06 2002
10.2,5.5, 14.6,14.6
11.1.12.6,
14.3

HBsAg was positive, total HAAb was positive, HAADb, IgM was negative, HBcAb total was positive and hepatitis B quant
wag 0.208.

acomitant medications included methotrexate, infliximab, calcium, folate, and isoniaxid for tuberculosis
~opbylaxis. Medical history is significant for rheumatoid arthritis, hypertension, borderline elevated liver *

AUG 0 9 2002
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ventis Pharmaceuticals, Inc.

[ MED WATCH |e

A.1. Patient identifiar

G.9. Mfr. report number

200215633US

Page 5016 |

B.5. Describe svent or problom
[continuation:] function tests, depression, anxiety disorder and no known drug allergies.

Reporxter's asmessment of causal relationship: The patient was on 3 other medications that are known to be
hepatotoxic, but the role of leflunomide cannot be ruled out,

Addendum for follow up received 24-Jul-2002:

fair post transplant.

The following information was provided by the nurse: Patient is doing

His labs are much improved but is still experiencing a lot of pain and fatigue. The

following labe from 05-Jul-2002 were provided: Alk Phose60 (40-150), ALT=<3 (0-70), AST=1l2 (0-55), conjugated
bilirubin=0 (0-0.3), delta bilirubinw0 (0-0.4), total bilirubin«0.3 (0.2-1.3), urea nitrogen=17 (5-24), calcium=8.8§
(8.2-10.4), chloride=102 (94-109), CO2 total=28 (20-32), creatinine=l1.3 (0.8-1.5), glucose=250 (60-115),
potassiumeq.6 (3.4-5.3), sodiumel38 (133-144),

Event

‘Ox)
Dx)
(8x)

(sx)
(8x)

2400)

(8x)

2000)

(8x)
(8x)
(8x)
(8x)
(Sx)
(8x)
(Bx)
{Sx)
{8x)
(Sx)
(Sx)
(8x)
(Sx)
(8x)
(Sx)
(Dx)
({Dx)
(sx)

.

Serious De

total proteinw6.9 (6-8.2).

chal Rechal Rpt.Causality

ACUTE HEPATITIS YES UNK UNK Popsible

FULMINANT LIVER FAILURE ¥YBS UNK UNK Fossible

NAUSEA
VOMITING
INCREASED ALT (1500. 6000,

INCREASED AST (1000, 6000,

INCREASED INR (4.3, 2.4, 6.5)

WEAKNESS

FATIGUE

CONFUSION

ENCEPHALOPATHY

BODY PAIN

CHEST PAIN

CHILLS

COUGH

DARK COLORED URINE

OBTUNDED

ABDOMINAL PAIN

LOSS OF APPETITE

SICKNESS

JAUNDICE

HYPOPHOSPHATEMIA NO NA
NEW LUNG LESION ON CHEST X-RAY YES NA
SMALL BILATERAL PLEURAL

EFFUSIONS

*. Other relevant history, Inciuding pr

continuation:] Race: ASIAN

NA
NA

Alternative Explanation
possibly associated with
concomitant drug(as)
possibly associated with
concomitant drug(s)

DSS

AUG 0 6 2002

underlying/concomitant illness
underlying/concomitant illness

g medicat dit} (e.g.. allergies, race, pragnancy, smoking and alcohol use, hepatic/renal aysfuncuon. etc )
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C.3, Therapy dates (if unknown, give duration) (mo/dayfyr) (Suspect #1)
04/27/2002 to 05/20/2002 Duration: 6 weeks

C.3. Therapy dates (if unknown, give duration) {mo/day/yr) (Suspect #4)

04/08/2002 to 05/20/2002 Duration: 6 weeks 1 day

G.8. Adverse pvent tems)

[continuation:] NORMALISED RATIO INCREASED, WEAKNESS, FATIGUE, CONFUSION, ENCEPHALOPATHY NOS, PAIN NOS, CHEST PAIN,

RIGORS, COUGH, CHROMATURIA, DEPRESSED LEVEL OF CONSCIOUSNESS, ABDOMINAL PAIN NOS, ANOREXIA, ILL-DEFINED DISORDER
NOS, JAUNDICE NOS, HYPOPHOSPHATAEMIA, LUNG DISORDER NOS, PLEURAL EFFUSION

DSS

AUG 06 2007
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